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Il. SEOREDOKERE

A RFNVI VR (BLF, TA MBIV )) 1, 774 RROFERFBAIETH D |
1959 R 7 T o A CHRUEMRGE AR AU CLUK, 2018 EAREBIfE, KE, EU 25T 100 UL L
DOE - ik CROEIRFEAR SN TN D, A TIE, 1961 4 1 HIZA MRAIVE2E5HT 5
I & LT AN E VSN REGERGE SN CLICk, BEEOEELBERER ST
%o 1970 4R VAN TR T A RRERTHD 7 = AR I VIR X 25T v R —
3 ADFETEFINEEHRE ST LR, ST > R—2 A0 Y A7 Zi/MET 2 AT, BEN
SO A RN ORI SIEICBNT, EHEE, KHESELHIRT 2 EENTH I NI,
ARFRIZBIT DT > F— RIZBT DR SCEUET ORI T, B E DA
TIEA PRV OPEMSRIE LI EN RS20, BT Y F—vAD U A
TIMEBIZEED T ENBEINTT-, 1977 /£ 5 A IZ BB E BE T 528203 [H
ERBHREREFRE 220 RELSLEHBREERE ) AT INI S, BlEREERYS
(29 B IR 58 b 23T iz,

AR, WEAMZ BT, BASRERE EREICRIT 5 A MRV v R EVEICET 2 i R
B FIC RS S & | BHSREREBE TR D A hARA I COERBIRARE ST\ 5, 2016
4 BIRERMEREGSR (LLF, TFDAY) 23, [A4E 10 AZIFERINEE T (BLF,
[EMA]) BNENFN, ARTEEZ L B a— LR, BE) S P OB REEERE
TIEA PRI ORI ARE & w1 AR HRCRERIRIRE & (LLT. TeGFRY)) A
30 mL/min/1.73m? Kjii O FBFIZRET 5 & & H 1T, BRED O 2 E O B g ReksE B~ A

1 EMA @ Assessment Report (EMA/867221/2016) Ci%., GFR (mL/min) TE#iSN TV 523, £ TD GFR OEITFHIA
KA L73m THEIN TV D EOERBMFEN TN D,
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THBROIEREZBMT 72D ORMILEDURT 21T I B K Lz, UEARNFITKES
&, BKTIE, A MV U EEAT D EEELOTRM CEFEIT OV THET AT oL,
LLEDECR ORI 2 B £ 2 JEA T8 3K - AE A A R IR 322 45k SRR T 2018 4F 12 /]
14 BT THSZATBOE NE S S e S M (LR, THRE D) 1S LT, TA Rasr s
CIEREE AR ORI T > N =2 R ER D M EOER ] OUGTIZEET 2 i) 24
Uy BRSSO SCERUGT O B DR 21T o T,

k. L, EICRBOTHMBEHEEM L TV, AEMF#HORMEZRIL, AdmH
(ZOWTOEMEENL O LHEICESE | TERLERESR SR ICR1T 25N
FOFMIZEIT D E] CFRL 20 48 12 J 25 HATT 20 255 8 5) OBUEIC LY, 54 LT,

II1. #EIET 5RE OB

1. BRKICBITHHEE

INFSCHERD L B 2 —5512 35 < FDA KON EMA O L7 Jfif « ik, UFTO LB Th
Do o, BHEMREHER 2B E 2 20CKIZB T 5 A FRv S &G RFI O RM SCEORLHERR
BE, B2 0B TH D,

1.1 FDA QxR RAE « Xt 2
o HREEIND P OBMREEEREEICB T A PRI UNZEICHEREN D ERIR
PSSR
o A BNEBRAIUEGOREHW O D OB oW T, sy LT F = i

(IS FHli D . BEOFE, Y, ANEXIEREEOMOEBERK T HEE L7

eGFR FHZ L 2FHMMICEE T 5 2 & 2 HLET 2,

o A BNKRAIOMHBEICET D BHEEFMO FIELOZ A I 72O T, BT

DB FHEAE WA CEITBINT 5,

o BLBIAENIC, eGFR 2R T 5 Z &,

e eGFR 30 mL/min/L73m> Klifi D BF 1L, o THDHZ L,

e eGFR30—45mL/min/1.73m2 D HRFE 121, A FAR/L 2 2 DB GBIAGITHELE L7220,

o A RRLICOMMAREI, DK & BELANT eGFR R+ 5 2 &, BikhE
EEDOY 27 REmWEE (FEE) Tk, JVHEEICHERT 2 L,

o A RALI EHTIZ eGFR 2% 45 mL/min/1.73m2 R AR T L7254 1%, a0k
BD_FT v hE ) A7 ZFT5 2 &, & 512 30 mL/min/1.73m2 ARl
TLESHAIE, A MBI oG ERIETSZ L,

e eGFR 30—60 mL/min/1.73m? D&, HRE, 7/ 32— URIEE T LA RDORE
HIREOH 5 BHE, WOICENRNIC 2 — RERAZ 5T EOBREIZB VT,

2 FDA Drug Safety Communications (https://www.fda.gov/downloads/Drugs/DrugSafety/UCMA494140.pdf (i f&HEzR B : 2019
F4A1H))



I — FERRE I — REZRNCA PRI v 2FIEd 52 &, GO 48 i
LLFIZ eGFR Z FEEEAM L BHSEN L E L CWIUE A bRL R v o5 2 BB+
HZ L,

1.2 EMA OEXRRME « 3ths 8

o PEEOBMRERESS (GFR30—59mL/min) Tix, A MR/ I O HIEATRE
+ %, GFR30mL/min Kiifi T, Sl&fEHEms T2, &ERMAT. £OH b7 <
EH 1TFEIC LN, GFR 23+ & TH D,

o BRERICH IR ITHEEA &IOS U, PEEOBHERERE TIIA MRV IV
DFEEZZETNE THD, kb, WSERITIE, B5FGHTR O G FITFHE -~
SIMT Y =2 2D Y 27 RFblsnTn5,

o BHEREREFICA MAIVEEGAETORAHAEENT 25612, BESAICE
ENDMOFNECEET 2R L OER EORIR, A MRV I vER&EHEZ
B E R COYMAELAAI COREFH O RS, BAFH~OLEEEZE T
xTho,

2. EWNHRMIEOTERI

AITIE, A MRAIEEETHERNLE LT, 1 BikmMAESE 750mg & 92 85| (R
400 7V 27 UBE250mg fill, DA, MEE G &RA]) . 1 HimAE% 2,250mg &35 i
Al (ot « A 7V afE 250mg fill, LAT, [Eixb-milHl]) KOt o B Rz 3 & ofd
ARIPEEPITE SN TND B L BH), A PRI U ORMCEICB T 5B > F—
T ABEOFLHER DU, BIIR3 D&Y TH D,

S RERE R ~ O IOV TiE, AR5 2R Ol E ) b B E O BRI S BE
MEERICREIN TV, &G ERA TIIh &L OB RS BE NI E
ENTWD, K&GERAE GG ERA OO T, KRG ERA (1961 4 1 AK
) LV %ISR ARREE S - A /L gE 250 mg (2010 4E 1 A 7kEE) LR R
ARFEEICBWC, ENERRBGES 2B E 2 BEOBMIEREBRE IZ OV TG0
ARELHIWT SN Z S IC LB DOTHD (A 7V afE 250 mg HAREESR), 2B,
R BERE S B R OB ~ O I OWT G, KR G- BRI C IR 2> D B O P HE
BT R ONRERED, MG ERACIIREEOIEEREERENATICHREINTEY
[FEROBEHIZ LV | S B RANC MR G- B RA T R0 g LWHIBRAR ST b,

3. BEREREICKT IRYEE
A PR TR PO R TH 572 BHEEERET S A b AL O BRI K

3 EMA/868987/2016 (https://www.ema.europa.eu/en/documents/referral/metformin-article-31-referral-use-metformin-treat-
diabetes-now-expanded-patients-moderately-reduced_en.pdf (Ff&HEs8H : 201944 4 1 H))
4 http://www.pmda.go.jp/drugs/2010/P201000009/40009300_22200AMX00234_A100_1.pdf (F#&fExEH : 201944 A 1 H)
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http://www.pmda.go.jp/drugs/2010/P201000009/40009300_22200AMX00234_A100_1.pdf

IFF B OV CERAE LT,
O BHEEEESE COEYERE (J.Clin.Pharmacol. 1995; 35 : 1094-102)

SRR IR TR RERR S 2 AT DAME AN &% A bRV 2 850 mg A BRI 45
L7z & & OIEYBREA R E ARG S iz, #RBRE I i (FFkD, BIEERE) K OMMmAEH A K
TNV U OEYENIE N T A —Z T, £1DOLEEBY THoTz, PEEOBKEREE TIX, B
BEREREE ORI, A RFAI D7 VT T2 AEH L, Crax LY AUCins 13350 L

77

# 1 A R/ 850 mg HLEIHGHRBRICE T 2#HRE T 2k CMsER A bRV I VEYEIE T A —F

B HREX 5y B HERE LR BB RE L - %%igﬁg Jf%i . ifii
EBRIE S V) GRS A) | GERIXS B) AR RS el
(F X5y B) (F X5y B) (F X5y B)
Lk 6 3 5 4 6
Filin OR) 275+438 427+9.1 42.0+11.0 455+6.1 38.3+13.6
CCr (mL/min) 111.5+8.1 101.6+1.2 73.0+6.8 41.4+94 21.8+58
Cmax (mg/L) 1.39+0.33 1.64+0.50 1.86+0.52 412-+183 3.93+0.92
AUCiy (ug-h/mL) 9.98+2.12 11.22+3.19 13.22+2.00 58.30+36.58 52.84429.60
CLz (mL/min) 63684 394.7+83.8 383.6122.3 108.3+57.2 129.5-90.3
CL/F (mL/min) 1155+273 1031.7+251.8 852.4+144.6 238.3+109.9 259.34:129.0
tz (h) 6.9+4.2 11.2+52 17.3+£21.2 16.2+7.6 17.2+9.1
L fE AR 2

CCr: 7 v7F =27 UT T A, Coax: S MBEFEEE . AUC o I3 rh i EE - I HhAR T il (IEFRK F TOIMFE)

Clp: BZ U T F A, CUF: AT ORF I VT T Aty {HIFDR

a) CCrich-3< BHeEX >, 1IER : CCr>90, MALBHEAEMRSE : CCro1~90, <& HEREREE  CCr31~60, miE®
FEHERSTE © CCr 10~30

b) FHRXSr AL 18~40 5%, FHRIX Sy B Id 21~60 7%

Q@ BHRERETFLZATS 2 BERKBEFETCORYE R (EMR200084-622 A Bk,
EMA/867221/20165)

ERERE D F 72 DAELN 2 BUBEIRIFFBE 2RI, A MRV & 11500 mg/H ., E 2
H#11,000mg/H ., %5 3 #12,000mg/H. % 4 #13,000mg/H & L, & HEE2 1EBREOKE
B b LTz & & OFMBREDSRF Sz, CKD 53R T — USHIOEFRREIZBIT 5 A kL
JUOMmMEER T 7REROHBEEIX, £20DLEB0 Thole, CKD pHAT—T 1 &
HARTAT—V3A K OAT—Y 3B DERFIZEBITH A ML ol b7 7 BT,
A EIL, 500 mg/ H #%5-T 3.7 5 K OV 4.2 £#%, 1,000 mg/ H #% 5-T 2.2 fi5 & O} 2.5 1%, 2,000 mg/
AGC27 5N 42 (GE M -oTz, MBETIBRENIART > R— AOBWRETH 5
5 mmol/L |23 L7 #BRE 1L, Wirho T,

5 EMA Assessment report ( https://www.ema.europa.eu/en/documents/referral/metformin-article-31-referral-chmp-assessment-
report_en.pdf (R#&HMERRH : 20194F4 A 1 H))

6 GFR X437 (mL/min/1.73m?) : [A7—1] 90 LAk, [AF— 2] 60—89, [AF7— 3A] 45—59, [A7—  3B] 30
—44, [RA7— 4] 1529, [A7—v 5] 154 (Kidney Int. 2005; 67: 2089-100,= &5 > AIZ-3< CKD A A
K71 2018, HAEI#F4; 2018.)



#£2 BHEEERFEICA PAAI R LHEBKEROBG LZEEDORA MR omfEd N7 7RE

KOG IBRE
CKD AT —¥ 1 2 3A 3B 4 5
WY Bk 17 11 14 16 12
500 mg/H | eGFR 121.2 77.7 55.9 37.8 226 12.7
(500 mg # | (mL/min?) +20.1 +97 +6 +54 +47 +1
1 [&]) A RAEALI v 0.23 0.46 0.86 0.97 1.44 1.38
5o s pE +0.11 +0.26 +0.549 +0.52 +1.139 +0.57
(mg/L) (0.10,0.44) | (0.10,1.03) | (0.10,2.11) | (0.33,2.0) | (0.29,4.17) | (0.83,2.44)
OB RO 1.34 1.12 1.18 0.73
(mmol/L) B B +0.55 +0.37 +0.43 +0.52
W2 Bk 17 11 14 15 12 5
1000 mg/H | eGFR 1233 785 535 35.7 223 11.8
(500 mg. &1 | (mL/min?) +18 +11.9 +6.2 +6.3 +55 +26
4 2 [a]) A RARLI v 0.50 0.66 1.09 1.24 2.28 1.92
[N 5 +051 +0.36 +0.51 +0.50 +1.16 +0.95
(mg/L) (0.10,2.18) | (0.32,1.45) | (0.31,1.82) | (0.5,2.07) (0.89,4.9) | (1.03,3.53)
o oR E 1.34 1.31 1.16 0.44
(mmol/L) B B +0.68 +0.56 +0.38 +0.17
93D Bil%k 15 11 13 13 1 5
2000 mg/H | eGFR 121.7 80.3 55.3 37.3 12
. 225+33
(1000 mg, | (mL/min?) +22.3 +75 +8.1 +55 +1.2
A2 | X pARALI 0.49 0.84 1.31 2.07 3.09 437
[N +0.30 +0.62 +0.90 +1.03 +1.58 +1.73
(mg/L) (0.10, 1.1) (0.11,2.0) | (0.48,3.04) | (0.76,4.06) | (1.55,7.2) | (3.07,7.19)
AoBE RO 1.4 1.21 1.47 0.63
(mmol/L) B B +0.56 +0.64 +0.67 +0.14
WA Bk 10 - - — — —
3000 mg/H | eGFR 1238
( # | (mL/min%) +19 - B - B B
1000 mg. | A RAEAL I v 0.82
4200mg) | b T 7 g +1.09 — - — - -
(mg/L) (0.17, 3.88)
o o
(mmol/L) B B B B B B

R E AR S (JEFR) . — - T — X722l

a) 1M RS Ui - 12 R o ik 2 bk L < R BE J OVFLER i T

b) FWDORICIT 1EFB ORI AR T 5 TWw5, ) 13 41, d) 10 i

) REBREEEITIEL, (MBAIE L= eGFR (mUmin/1.73m?) ZfH L7-Fiifish w3,

® BHEEELATS 2EERRAE TOERYERE (Diabetes Care. 2010; 33: 1291-3)
BHERED H e D ANEN 2 BUREIRI R 137 Bl &)t A AL B BRMA% 8 TR
RO A MRV roffEd b7 ZRENAIE S, mfER b7 ZRETO R YLiE (FEEH)
I%. eGFR (mL/min/1.73m?, LA F[AER) 60 #o &3 (107 #1) <i% 0.58 (0.01,2.67) mg/L.
eGFR30—60 ®m&A#E (21 #) <Tix 1.00 (0.02,1.96) mg/L. eGFR30 KifimHEE (94 Tix
1.15 (0.77,2.40) mg/lL TH-o7=, 2B, A bR I vrofEOFIE (D) X, eGFR60
A B TIE 1,500 (500, 3,000) mg, eGFR 30—60 ¢ #4 Ti% 1,500 (500, 3,000) mg, eGFR

7 CERTIZ A PR S MES -5 7 I OHALE, pmol/L TR S TV D ASREREIZB W CHAAL 2 —T 5720,
A RRNLI Y (T —1K) D4+ 129.1636 % FH N TR 2 mo/L IR 1o CTH L 7=,
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30 it D TIE 1,500 (1,000,3,000) mg Th o7z, EFIL, (A MR vofEdh ko
7R 20 pmol/L (2.6 mg/L) % FlHEO72iBRkg EIRME E L CTEZ 20 LivZewy ) & 5%
LTW5,

@ FRHEFAEWMBENEEMST (Clin Pharmacokinet. 2013; 52: 373-84)

SMEILN 2 TUBE R EA xR & L7 1alR GUBR A £ 120 f) R OMRERIBRAE 2 /R & L
7223 B GABR B : 16 B, 7Bk C : 169 #) DFF 37BN &5 57 4,895 M oIEH £ K
RNV PRET — 2 & T, REEMIEMENRE (PPK) gt M Thoic (ER L2y 7 b o =
7 :NONMEM V1), EFIREEIZIS 1T D A RV 2D Crax D 95%73—& > % A JUfEZY 5 mg/L
RIEL DA MBI D1 AfkmfAREEZ Y I 2L —a VTR LERBR, 775 =
7 VT T AH 15 mL/min @& T 500 mg. 30 mL/min @ #3 T 1,000mg. 60 mL/min @
A3 C 2,000 mg, 120 mL/min O£ T 3,000mg Th D Z & BHEE Sz,

4. ERADOARIER, A K71 L FOFRERIL
4.1 AFRICER

A MRV EEROBHERERTICB T 2T v F— AREBLY 27 2Rt 5
eIz, ARIEONEEZFRE LT, ERARNT, UTD LB ThoTz,

@ Metformin in patients with type 2 diabetes and kidney disease: a systematic review (JAMA.
2014; 312: 2668-75)

B E A AT 5 2 BBERIEEFICBIT DA PARAI UEREHLBET > R—v 2D
2GS 5 721, FEENRE HERER, KB ZEFIEEMITE, R AMEMIZE, A 2T
FUT A HOEERBREZED 65RO AT ~T 4 v 7 LE a—MTbilz, BENDH
LEOEMEBEAR (LT, TCKDJ) (eGFR30—60mL/min/1.73m2) ® & % BFIZ A hkL 3
v EAWTEGEIR. YRR E I RIREE NI & EE 0 | FBIREE T RIRIC B LR,
A MR UMHEICBIT DR T ¥ F—3 2AOREREARITHABRB TRV, 3/10 T A
E15 10110 FAETH Y . —RITHEIRFEFLHAREOT ZIER L XHITE 20y, CKD
DoHAMFNVIMEHBFICBTAHET ¥ R— A0 Y AR ERBT 57 — XX R
i, EEOBMEMEBREICBITDA MLV ORENEZRFTHT-ODT % Mt
el FGRBR T B S LTy, FFIL, TAF LI ET U A0 G, MU 7eE & HEH
7R HEREORRBIZZIZ LV . eGFR IZ L - TESR L)L 2 E D CKD BFIZXT 5

8 Shocrhicid, BREMEEITTES A TOARY, 2 R (Glucopharge %) ONEVRM CEICIE, A R/ B
HWAEET v F—3 2T, M 2 FARA I REITEE Smo/ll B2 5 B0 Eifish T,

9 FDA o Drug Safety Communication & U EMA O/AZEE R (EMA/868987/2016, EMA/867221/2016 (Assessment report) )
WEEOSE R 99 M (EH T, LUFFEMR) (CINx. IMEDPlus O EMBASE % vy A hasv 3 v, TLEET &
RF—o ) KON TBHRE ) ICBIT 25 2 B e STk 167 MR 5 6, JEGIHE 28R < STk (2018 45 12 H 31 HIFER) %
BERSCIR & U7z, 2 OfEAiSCHk 266 D, ZEE (Abstract) DMBEFHI LY. A ML I LR OBERER ERF I
BULOHMET ¥ F—V ARBY AV ERF LIV AT YT 4 v bEa— AXTFY A T MUBRRBRX
IZAA_—2 2k — M4 (population based cohort study) (23543 2 CEkAfhH L7z, 7Zeds. M &= 3cikic 7 v
2 AMUERIRRBRICE Y T2 b DI o7,



A RARN I OEBELRMERIERPEM T OND, | Efmit T T D,

@ Effectiveness and safety of metformin in 51675 patients with type 2 diabetes and different
levels of renal function: a cohort study from the Swedish National Diabetes Register (BMJ
Open, 2012, 2: e001076)

2 7 = —F »® Swedish National Diabetes Register {284k STV 5 2 BUBEFR IR B4 51,675
Bl x5 & Ll adi— MR TIL, BHERERID A AR I v OFINER LB G S
Nic, HET & = ZADFBT, B#ET L2284 (7 F—v A EERG, v a v/ X
TAMEBEE) TERLEEET Y FERA U b 7Y R=y R [EERYE ) TiHlishi,
ARARALI T, MORAMBERETFTEXITA 2 & HE LT, eGFR 45—
60 mL/min/1.73m? DEFE TIX 173 =T A[EEKG ) OV 27 2K F 38 (NP —F
e (BUF. THRJ) : 0.85 [95%CI : 0.74,0.97]) . eGFR 30—45 mL/min/1.73m? DEFH Tix 17
VRV AIEERY O U AT ZHRESEeh o7 (J5 HR: 0.98 [95%Cl : 0.79,1.21]),

@ Incidence of lactic acidosis in patients with type 2 diabetes with and without renal
impairment treated with metformin: a retrospective cohort study (Diabetes Care.2014; 37:
2291-5)

E[Ed Clinical Practice Research Datalink @ B idk%a 7% A1 & 22 A — MFFEOKE
R A NRNAVI B EZ T T2 2 TSRS B 77,601 FllciVW T, BT v F—3 R13 35
368 L7z (10.37/10 5 A4 [95%Cl - 7.22,14.22]), 5 b, B b D172 <, 23 %
BOHE & BEE U7z, BHERERIORLEE T > R — 3 A DFA R [95%CI] 1, [E# (CKD 435 A
77— 1 Oz X% eGFR (mL/min/1.72m?, LA F[RER) 90 #8) Ti% 7.6 [0.9,27.5] /10 A
B, RERE (CKD AT — 2 O X eGFR 60 i 90 LLT) TiX 4.6 [2.00, 9.15]
110 5 NAE, AR EEREE (CKD /08 A 7 — 3 3 M2l i eGFR 30 # 60 i) Tl 17[10.89,
25.79] /10 J3 NAE, EFEREE (CKD /AT — ¥ 4, 5 UTAK B Niss 0 2 & 5 % eGFR
30 Ai) TIE 39 [4.72,140.89] /10 K AETH VY | BHED /e 5 BE LN THEZEITR
OO T,

@ Risk of lactic acidosis or elevated lactate concentrations in metformin users with renal
impairment: A population-based cohort study (Diabetes Care. 2014; 37: 2218-24)

B E L AT ORERFEE ST D A MR IR E AT & F—3 A TR
BE LSOV 27 L REEMEZ T 572012, J[E Clinical Practice Research Datalink %
W, A MRV R 223,968 il & A R AL IR 34571 BilA xR L L2
A— MM TOIT-, LT & R— A TR E FA OB ARIL, A MALVIVE
AT 7.4/10 T AR, A PV VIEEHEE T 22110 HTAFETH Tz, A AL
VIRfE AR &b L, EREEEREE  (eGFR 60 mL/min/1.72m2 Kiil) D& DH A RALI v



BUE R OHEET > R—V A UTHBMIRE ER OV A7 13FEICE» -7 GR% HR : 6.37
[95% CI : 1.48, 27.5]), BREREREOH D A MAV I VBIFEHBEOLRT > R— AN
IXFLERTE T BRI, ATEEIC 730g LLED A RV AR LZE GHHE HR @ 11.8 [95%
Cl:2.27,615]) KOEEOLFGTEREW (X ML 29/ E) 4 GHEEHR :13.0
[95%Cl : 2.36,72.0]) TEHIZHIR L7z, FHFIL. TRMIERERIZ. A AL I AEHEE
OREHEREIEYNICBIZ L, BHEEE (eGFR) 2% 60 mL/min/1.72 m? K I1ZAK T L7258 1303
WG C, A MRV ICOREEZRETRE LT 2HFEOHERE L —B3 5] LfmftT T g,

® Metformin use and risk of lactic acidosis in people with diabetes with and without renal

impairment: a cohort study in Denmark and the UK. (Diabet Med. 2017; 34: 485-9)

7 v ~—2 @ Aarhus University Prescription Database & U'#:[E|? Clinical Practice Research
Datalink 2 W\ C, b7 vr~—27 DA RV I AT A 43,580 fi], {100 i 95 FH A4 T AR
& (AR TA ML IR ) 37,788 i, JeE > A b as/L < A B 102,688 f],
A ARV IE A 28,788 (il AR, Ak — MIFEMTONTZ, T v —2IlBT
DIWET ¥ R =T ADFEBIR [95% CI] 1T, A FA/L I AEAMEE T 116 [7.0—-18.1] /10
TINFE, A BV UIEERRE T 1.8 [04,5.4] /10 T ANFETH -7, HEENIZRIT D IEET
VRV ADFHRIT, A FAV I AENEE T 6.8 [4.6,9.6] /10 HTAFE, A PRI Ik
i A T 1.0 [0.01, 5.7] /10 H AFThH o7, WETN—RT A eGFR DX TV,
FLIET & R— ZDOFRBIRPHEIN LTz, FEIL, [—_A T AL T ANEELT-THE
WERH DN, A FERAVIUHEHBEOLRT ¥ R—U ARBIRIT A ALV VIEERERE
IZHE_E < eGFR DR FIZEVEINL TWe, LasL, FgT v R—v ADFBUIM T,
EHERE S IIRAR AR I LR B 5 ) LRamfT T T\ D,

® Epidemiology of lactic acidosis in type 2 diabetes patients with metformin in Japan.
(Pharmacoepidemiol Drug Saf. 2016; 25: 1196-1203)

AARDAT 4 v 7T =4 « €V a UZFEHMIHMT — 2 X—2 2 Huv, A RV AR
MEFIET ¥ N — 3 ZOBEMBE S iz, BERF SO &2 52T 7= 2 BRI B
283,491 fi] (504,169 AN4:) D H 6, 30 BIZHEET ¥ F—T ZAR3GRH biviz, BT & F—
T AOMIEAEIRIL, 5.95/10 T ANFETH o7z, Fin L YR THEE LT & F— 2 D3
AT, A AL G T 5.80/10 A, A MR IR T 5.78/10 A
HETH o7 GEAZRE 1 1.00 [95%Cl : 0.41, 2.47]), CKD fF3&#E 1% CKD FEDF3HEE L v |
T > R—=Y ZAORAEFRNE P >T- (FIHEHR : 7.33 [95%Cl : 3.17,16.96]), A hA/L3
VI HBFICHAS, A PRI UEHBE CTHET  F— 20 Y A7 EINER b
2ot (MRS TOMEE HR : 0.92 [95%Cl : 0.33,2.55], A a7~y F 7 a
A— M TOF#E HR : 0.90 [95%ClI : 0.26,3.11]), CKD # &7 2 BFIZHB WV TEH, A R
X I HEE AR PRV AEHEETHRT ¥ =Y 2D U 27 TR0 &



72 o7 (HR:0.66 [95% CI:0.18,2.45] , fE[A) A = 7 F{%& HR : 1.04 [95% Cl : 0.33,3.28]) ,

@ Metformin use and mortality in patients with advanced chronic kidney disease: national,
retrospective, observational, cohort study. (Lancet Diabetes Endocrinol. 2015; 3: 605-14)
HE1T CKD & H 9 % 2 BBERFBFIZIBIT D A MARAV I VOB EZRFT 572D, &
B O R EREFERRIIIE T — % N— 2% T2t A & 2k — MIFFE2MT 7z, CKD (&
7 VT F UREE 530 pmol/L ) AT 5 2 BUBERIEAE 12,350 il A L, A FaL I v
B 813 i, B A 2 7 K W IEEEE 2439 Bl ~ v F o 7 Lz, &ETIEA B
WL AL T 434 ] (53%) . FEMEAHE T 1,012 61 (41%) WHESH, JELDOY 7
A Y X7 K7 (AOHE, OFA3EE) THELEKR. 2h b 0RTFOF B »»b b T,
A RBRAVI IS L CHEOY A7 2S5 2 LR En7e (% HR : 1.35 [95%
Cl:1.20,1.51]), —7. A FaA/L R IEREE TS TREMET & F—v 2D %
BHRITENLOO, AEATRD O -7- (FH% HR : 1.30 [95% Cl : 0.88,1.93]), #
T, (ARSI 21T CKD (CKD AT — ¥ 5 (iEi% ) #6925 2 BB R
BEFTIE A PRI OBERIIRENET v =320 U 27 BN Lo T2y, &
FELEDOY 27 AN L T\ 7o, Mk T A PRI o iR IRy &
T INE GRS

42 WA RIFA V%

BRSREREE RE ~D A MR I VI E ST F A RREFNOHKEGIZHONT, EFRNSO T

A R A VHEOFLHEIRDUT, UTFTD LB THoT-,

O WERHBEBEIA KT4 22016 (ARBERFEES, 2016)

[20 BEIRIFICEBIT D BMMREAT - > v 7 T4 (ESIEE ETr) | O, LT ONEMNFT

HENhTWD,

o ELEEIZ. ITHR. BRCHEFAEOMBECRBEIND, Lo, KEBRIRESCHIRFESE T
VX, PR, Bl C O LB O FR X ILEEE A I, BT A RIRIIHERT A & T
50, . BHEREK T2 LIC X P LBREs LA+ L nbhTng,

o A MFRAIAMBNTINT, BRE OB E T, MPABRE X LA LRV ®
HERdDH, —H. 20 T ANBBEOHTN EMIEIZIBN T, A MR I UNAREITIL eGFR
60 mL/min/1.73m? AKjifi, 2 g/H XV ZWNRET, L7 > F—2 2D Y 2708 EH3
DT EWIRENT, FEBE, BT A RIEICEE LB T v F—v ATk, KEDH
e EAZ SO L T D,

o BEUT A FEOHEEMA (BHEREEEE~OEELZET) (LT, T8 774
R D3 FAd FHIZBS9 %5 Recommendation (2014 45e43T) ) (HAMERFSES, © 77
A FEOBEEFRICETHZESR) OEHNATHINTVD,
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@ A MRAVIVOBESEAIZET S Recommendation (B ABRBEFES. €77 F A FEK
DEIEFEAICBET 5ZA2. 2016)

2016 /£ 5 HIZ bikod e 77 4 FEDO#E EEMICBEIT %5 Recommendation (2014 4
)1 TA MK o EMAIZEI T %5 Recommendation] & L CekEl S4v7z, Hi%
Recommendation (213, L FOWNERLHMI N TV D,

o RABMMPREERBELRELZE VR L RERENEVEZTIIRELRVW L,

o EWEREZ eGFR THEA L. eGFR A% 30 mL/min/1.73m? i D B 1325 210CTH 5, eGFR
23 30—45 mL/min/1.73m2 DEF TIERA T 4 v NE VA7 MR L CEERE LT 5,

o WK, TvITA. BEOT LI —VERAREOBREIIIEENLETH D,

o HEOLMA - iR E, ARFINAIROBREIIESR TH D, Fio, BE~THEED
RS RERE T I IXEER 5 Th 5,

o EEE CIHEEICKS T 5, mEE CIXEHERE. RO THENME T LTS Z &
2N LD EMICERGE (eGFR) . FHRECRE OREAEEICBILE L, K5 ED
OB G- Ok & BRET L2 T hUE 72 B2V, BRI 75 L o @i Tk, LW EE
RN MEETH D,

@ Standards of Medical Care in Diabetes 2019 (The American Diabetes Association, 2019)

A BB ATEYRE S, IERICE WML PR EITHEET  F— A L BE T 5, Ll
G BUETITAEY ¥ F—Y ZRORBUIFFIIH TH L2 RMboTRY . A Mv
IUIE eGFR MEF LIEBE THLZRIMENTEDLTHA 9, FDA IFA FARIL I DERAT
XEAZUET L, eGFR 30 mL/min/1.73m? LL EOBEIZIHBNTA MBIV I IILETHDH L L
TWa,

@ Management of Hyperglycemia in Type2 Diabetes, 2018. A Consensus Report by the
American Diabetes Association (ADA) and the European Association for the Study of
Diabetes (ESAD) (ADA/ESAD, 2018)

A BAL T 0 eGFR 30 mL/min/1.73m? Al 0 B #H TITHE M T~ & Tid/e, eGFR

45 mL/min/1.73m2 A O S 1T A2 BT~ E TH S, eGFR ME T LTV 2D Z L AVR

SNTVLHRITIE, TOREENLETH D,

® IDF Clinical Practice Recommendations for managing Type 2 Diabetes in Primary Care
(International Diabetes Federation, 2017)
EHREEDS CKD 730 A7 — 2 BA DYAIE. A ML O &E% 1,000 mg £ TRET
RETHD, AT—V3BLULOEAIL., KRl TR&ETH D,

0 BATOWMN CEO LRI, Ei G EAICIE ThSELL EoBRERE | (K5 &A T MBH
EHET) I,

7
iy
8
Wi
=

EfF

b
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® =ETUVARIZES CKDBENIA K742 2018 (AAREFES=. 2018)
ARV LT REHIRCE T T A RRFEHNILIATL Y CKD B35 2B\, EAEMKIM
PEPHIET S F—2 2D Y 27 NHMHNTEY . GFR=30 TIIHRNL SN TW5,

@ Diabetic Kidney Disease— A clinical update from Kidney Disease: Improving Global
Outcomes (KDIGO) (KDIGO, 2015)

FDA WA X 2T, Mg 7 L7 F = EIZIE U T CKD BE~D A M AL I O HiT
HREANTWD, LU, 27 VT F=MEIEA RARALI D7 VT TRk ;’rﬁfﬁfﬁfx
K (FFln, A, AF%) OFEELZIT 5D T, eGFR IZHES  HIFRD 5 A ERIKAIIC
HHTHAH, FAARERTET 2% BE 2% &, eGFR 45 mL/min/1.73m? %Tﬁlé%/a\
131 B &% 1,000mg ICJET <& Th D, £72. eGFR30mL/mIin/1.73m? & Tl 5 45
AT 2RIk RETHH, S HICHETT L7z CKD (eGFR 15—29 mL/min/1.73m?)
DBEETH, BEANLZE L TV HLACMOEY) 22 VBFEN 72 WA T, B30 72
LEHLHLNE LR,

5. ENOERER
ARHENTIIT D 2007 4E72 5 2018 4EETHO A MRV U2 GA T D EFMOMREEOHER
I, 1ot ThHoT,

10 —
5 8 — ]

& _

g 6

S

o

S 4

X

12

X o0

2007 2008 2009 2010 2011 2012 2013 2014 2015 2016 2017 2018
1 A MBI EGaT HEERGORTTEXOHERS

*Copyright©2019 IQVIA., JPM 2007-2018 4 12 A MAT % % & 12 H ZE4EF}/Calculated based on JPM Dec 2007-
2018 MAT, fJKriis £k 11 /Reprinted with permission

F2, L7 MER - BEEZEERT — % X—A (NDB) OFE 3 [pA—T 5T —% (5F—
AW - 2016 4F 4 H —2017 4 3 A) LEZHWTHEIZBITA A MRAI VA2 58T HIEK

U BUTORMNCEOADIL, SR EAITIE ThEELL EoBHRER S | (KRG 8K T TBHRERE (R
EHET) I,
20 T3 (NSNS | 0 TSR (BEsh) MARBBISE RIS R, THRsR (Bel) MEARERRISEh/ a4
2] RO TARE_MAE RS g 2RI,
(https://www.mhlw.go.jp/stf/seisakunitsuite/bunya/0000177221_00002.html (FHEHEZRH : 20194E 4 A 9 H))
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wh DALY FERE

A LTz, T —F v MT

BIFAHA MR O FHEITR 3 DL
BOTHY, WHEEED IEL R, @sEGERAITH- T,

#£ 3 HERIEHAAIHIC BT D5 8E BAL 100 S HICE N D A FAL CRIFIOATTEE (18 Ll L)
[X 5y ** ABE sk (BErN) sk (BEsh)

= G A 19,103,277 §& 390,885,513 §& 1,505,197,943 §¢

% 5 2B 104,239 §& 4,542,803 17,142,28 4¢

il A&l 302,691 & 19,994,634 §E 128,707,761 &2

* RN AEE 396 IZRE T D EEK
** [AFz] X TERABELE®Z ., DPCLE®7 b,
S IEFRFILE T FOF— 2 _R—2 L i

Mk (Ber) ) i TERABES LT L Ak (Be

6. ENORIMERBHE

TR B H ORRIBGFE D DHEEICH]E ST A FFRAI U EEAT HEEKMTO
MedDRA O J:AGE @UF%MTyFwVXJ®EWE%@¢%(ﬁ%%TW)@4UW?
btz (RFESHIM 1 2004 424 1 H~20184:12 A 31 H), 2 b, BREBFHSEILLHDL
DNTHEM LB 2 BIVDIERZ RNz 347 Bz DWW T, %%@Erﬂ%*ﬁﬁbto
6.1 BIfER#E R TOBRET

FLEE T ¥ K= 2 ORBURILOHERE 12DV T, BIEFE GRS EIC R S v 5 Lig
T K= ADRBUEIZIE DS TG LTz, 347 il 249 I THLEE T o~ K — 3 A OFBUENTD
SN THY, JET v F— 2AOFERRBFIEIIK 2 DB ThoTz, HEET v F—2
ADFBIHIEE, 2014 FF TIIIEMEANC H - 7243, 2014 LI ITAER] 25~38 6] & 44
—ETHY ., FEOLENIR OGN o7, IR LIZEBY A NKRAVIVEERTHIE
HORFEEPITFELHML TNDLZ EHEFETDH L A MRV BRI AR
7Y R= ZAOFEBENETEIERIZIT 2 NWEBZI 6N DD, Fl & & EENLER

R TH S,
40 —
35 —
30 W7 73 5E 1 O REBI* 1 [
25 DRI AYSE 1 EASR O JiE >
§ 20
T 5
10
] e 1
2004 2005 2006 2007 2008 2009 2010 2011 2012 2013 2014 2015 2016 2017 2018
FEBIAF
2 ENEERWEMNRE IR D HBUENOIEET > F— 3 2D BHIHE
* A LRI v R DORERBIR L S 72 D TIEZRLY,

S
FRIEAN IR, R, BIE L2 RIBIED D . REIE, AHOIEF O G
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HBRT ¥ N — 3 AFEHIEBI O 5K FIZOW T BIVERVE B F D & IR 3CEFIS
SN TWOAmMT ¥ F—V AORBUCKEL 52 ZNFOREZREF L (F4),

#a4 ATV -V ARBUCHEL G A DRT (EEHDHY)

W EA T JEFIE (347 Birp DEIE)
RS (M) 97 (28.0%)
BhEE CRERSMEER) 168 (48.4%)
JFREE (18) 36 (10.4%)
FlEE CeHlR P ) 22 (6.3%)
IR 67 (19.3%)
el 85 (24.5%)
i K 158 (45.5%)
ABAEE O OERR R 122 (35.2%)
) R IR OF 83 (23.9%)
B, vav 77 (22.2%)
FBERNC I — FERAIRE 17 (4.9%)
FEBLE R FI 11 (3.2%)

RIVERER O 2000, EIZBD K1 (EEH V) 1%, BES (1B ), 'FEE 8
BURF QMR L) ). TEREE) . TR, TRROEBIRARR], TRIRIESM), &g, a7 ) T
bolo, IBREE (18 2H 3250 97 HI0 S5 77 61 (719%) 1%, EOfMORF (T
ARl TRROEBRAR] XX TFURSEGH ) bEEET2EMTh o7z, [BEE (BHRE
PEEAL) | 2 AT DA OV TR, BRETF L LTOBRELLRT v R— ADORBU
R U7 B e L & OXBINKEETH > 7o, THK], W}:DﬁHRTEU XX FiFl PREEN
AT DRGNS OWTIE, FURZEO G # A IR B % THUKCIREE IZHEb BT,
A NFRNVI R LA T ¥ R — 2 A& 38 LT IERI D EEGRO b7, Fﬁk@J [z
T A MR VAERERIGREO TV a— V2 BRI ULEET & F—3 2 E 8B UIER, 7
v a— PR E &2 A0 L O D ER b EEGRD BTz,

HEET v R— ADfRIFIE, 347 Fld, [A118 195 fil, Bk 74 1], EE L= EEEDH Y
4151, KEIE 4 1], FET 50 fi, Nﬁ 20 fﬁJ’C“&)of:o HRIHAETS 50 51D 20% (10 1)) LA ki
BOLNTKT (EEHY) 13, BB ) ) 24 6, THizk) 22 61, THRE
=B ) 12 1, TRIRIEDEH . FﬁDﬁE&KEJ\ &G, vav 7] £H 1N HITHTZ,

6.2 FEEOBHERESRE ORIERARE TORE

347 BIF 73 BITHEET v R— v A FBIATO eGFR A3 Al STV 5 T HE A AT HE
bolz, 73 D eGFR (mL/min/1.73m2) DOWNFRIEL, 30 Afifii% 19 #, 30 LL I 45 &K% 23
B, 45 Lk 60 A1 20 451, 60 LA_E 90 Afiid 10 6, 90 LA EiX 1 TH -7z,

WA OB RERE AR (eGFR 30 A L 60 Ai) 43 ild 9 B 21 BlIXEIE A E F A
WK DFEED B DIER] (RN B KD DONDIEF L) ThoTo, iz, BAKDFE
e 22 BB TH, 4BITIIRT v F—Y ADORBUEEL 5 2 HOR 1 (O
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BRIEBTH, BRAREOKOBECRE 761, FIRIEOFH 6 41, 856, Jgk - v a
7 45, BYERFRER 4B, EEH ) NRO LT, PEEOBEERE R 43 O LR
T R— T ZADOWRIFIEEIE 22 fi, B 15 i, JET 6 il Th o7, ERET D 6 D 5 6,
1ENIAEE T 3 RF—3 R BT ML A FaR/L S BN R Rl (1106 mg/l) 2c LT
BYIBERAOAREMO S HIEFTH Y, 5 FllEWTILbMmOR 1 (BIE, Bk, LRE,
va v Z I L ARMIBRAEE) ORBLEXONIEMTH-T-,

IV. AEOEREZBEE X -8 0

1. FEEOBTHRERERE~DOKREIZONT

11 HEEOBBREREERE~OREGOAE

FEREIE, LT OBBEND, A FRL 2 v OBIAR R OB G 1T, BHERESCILER T o F—
¥ AFBU S RAF T O K DA B H-S < & 5-BhE STk o rl 5 H b, BHERELC

JECTeHEORIRED U 27 F/MER 2 8D 2 & ZRITRIC, 5O B SRS

(eGFR 30—60 mL/min/1.73m2) ~®D 2 hEAI v O EHFAREE L ELE 2N EE X

%y

o EHRNHIDEEDOBIRTA BT A U EIZB T, PEE E TOBMERERE ~D A K
BNV OEGITAREESINTHDZE (TN-42 TA RT7A4 %) OEBH),

o SN OEEEYENIERER (EMR200084-622 7kB#) 2B\ T, CKD AT — 3A &
3B OAFEIC, TNEFHA FER/LI L2000 mg/H KTN1,000 mg/H %5 L5460
A RFNVI DT 7RET, BERERES (CKD 3EAT—Y 1) IZA PRI
ZEHE (3000 mg/H) #5 L2GE0 b7 7 REHBAN (3A Tl 2,000 mg/H LT,
3B TIX 1,000mg/HLLF) Thotz, £/, PPKAFHTIZIW T, BEH#RRICIS U lEc
L0, EFEREBIZEB T2 A ML VD Crax IOWTHBHEREEH R & FIRREICR D
TEMHEE STV D, BLES | BEEREICIS Uil o) 2 R A ShoE, s
FEDBHEBERERE DA ML I LD Crax ° b 7 7 HRFE %2 BHEBE L B L RIFLEIC
BT 22 LITAREE B2 5 2 & (T3, BT RF IR 2 KpEifE] OHES
H)..

o HEET U R—YAOENEERIEARSE 347 flicWT, THEEOBHIER ST EE
(eGFR 30— 60 mL/min/1.73m2) TOMHEN 436125 H DD, 35§ (81.4%) DIEH] 1%
BHEELANA DU A7 H (B, DMERESE) DRD LN TE Y, eGFR
60 mL/min/1.73m? LA k& 5 Z & 3 il T & 7 ER 11 i 10 61 (90.9%) KON (R
(f2t) ) 24 L72pWERF] 250 i 201 41 (80.4%) Tb BHERELISL D U A 7 [RF-7558
HDHENTWDLZEbHEX D &, BRSO Y RV RFPEE LRt D2
& (Tm-6. EAROENWER#HE ] OHEZM]),

Fo, WL, BRSO EEOBRERERE (eGFR 30 mL/min/1.73m? &) (2

DN, EEOENAND T A R A EROECKDORMLEICBNWTEAREINLTWD

15



ZEDD, BIEREHERLET LI ENHEIEEZ D,

2B BEERERHmIC OV TR, BRSO T A FTA4 VFIZBWT, 7 LT F=VEICNZ
VT F o AMEICREE R TIRF (., RE, AEE) bBELCBERREECH D
eGFR IZ X 25l HER SN TWA Z & (T4, EWNAORNESCER, A K74 L E050H
Wi OESH) ZEE 2, WK ERIBRIC, AFO A MRV U E2EHT D ERMOUMT S
FITBWT b BRI 2 B3 2 R (B HRela® B O BEIEE Xy, &R - &5
P ORBBERERFGIZC BT 2 1EEY) % eGFR IZE S EMICAE T 5,

12 BEEEERECOMAE

P G BRIAI O SR EIRS (X b 7V 3 E) OEGRESE Ok B AFEARERRASH) 13,
A AR NBEHERERE B COMAED BL %2 IR SUE CHERIR LT 2 LEPEIZ DWW T, LLFO
EOICHHL TV,

A FARNL I ATEYRRROFERTH v | BHEREEE BE CIIBHR LR IS LT
HARHRAI VRENERT L Z LR ENTWEID, PEEOBRBIEREREICE
THEMEZ1To 1 BEsHE L LT 2,250 mg 235 Sn-586. BHREIERE &
TELIZMP A PRI VRENERTHZ LR, LTV R— AEDREB) 27
MELIRD T ENBEIND ZEND, BHEBIOG CIoBEORENRLIELE X D,

HANBHRERERE COMBELZRETHICH-> T, ERNOHRERAZHLRE L
TCHREERGRBROT — 2 TR, BARNESNEANTEIT DA ML I o OFEY BRI B2
ZETRD LI TR E DODOFME N & bl L THARAND Crax 13 30—55%, AUCo.4s 1% 22—
36%E o7k (A NV abERGEEEMEEE 2.7.2.3.2) D, BAERZBE LI-HEITIX
SEIN & BARNOEMBNRBIZZNH D LIRET 2 Z &R & B2 5, EUICBIT 5 B
P B T A B, SME A TOBEEREFROMEFR A MRV I RED EREIS, H
RN LA ENOREFERREN TOEYEREDE WVEEZ BT LI-FE R, BAANOBHERERE RS
WZBITD 1 HREHABOALERS DL IICHETHZ ENHEUEEZD,

5 HAANBHEBEEREICBITS A AL oM ETE

. . (%)
FX Mg Bl 2 =] = E@ > L
BT eGFR (mL/min/1.73m?2) 1AmEmHED L EU Co> 1 A £ i 5
E# 90=eGFR 2,250 mg 3,000 mg
B b 60=<eGFR< 90 2,250 mg 3,000 mg
45=eGFR<60 1,500 mg 2,000 mg
A RE RS e
R 30=eGFR<45 750 mg 1,000 mg
VA eGFR<30 R BEEL

BRI, LT O X DICE A D, PHEEOBMAEREREICKIT DA b I OBRE R
IMTHED U A7 28T D806 AGRIGH ORE T 5 PEEOBKERE RS Tk
F% 1 AREHEO B R EZERIGIRIET 2 Z LI3AMEE A D, £, BUTO X b
LUDIRMNICEIZBWT, A PRI 2RETLEAICIIVELVBEGT S 2 L KU
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FHEIREZBE LN ORD D ZENEBERES N TVWDL I L2HEx L L, THEE
DOEFRERERZ I LTH, PRIV EEZBMG L, BF L ICHEMERRESND G
DEFZZD, LLRND, WHEEOBKERTRE BT 2 1 ARmHED Lzl
52 ETHY 1 HikmMEZBRLR2TNERNEDBRMAECSERVWE S, A&ELDY
BEEBRM L. Hlx0BFEOREISC THEZHET2E5O0EELZ L —ERUET 54
R D, Leho> T, SERELTH L BT i CEICHARNBEREREEREO 1 A
EMEOHZZLHT D LR & E XD, o, THEEOBEKEEREBRE ~D A R
W DORENAREE T OB AT oI LIEIT. MHER TR 2 PEEOBEKERES
BEICBIT DHESLHART v F— 2 ZAORIVRNFOLEVEICET o A IE L2 BT,
AR DRNE DB AR T B

2. BHEREUANOIERT v F—v R ICHEET 2 BEERRTFIZOWVWT

FERAET & F— v 2AOENENEREG OK 60%1%, BRI T SCE CHEBE LT
LEERO U A7 KT 2AH LT (T-6. ENORIWERSLE ] OEBR), o, BECRE
DR OEBIR BIC L ABAKRCEEDO T L a— VEBRE T, BEORENAE LALET >
N—3 R &3 U TIEFI N EEGR D bivlz, BEORBOREIZI VAR v F— 2%
fLZ YU R ZElhE - BT S 7O, iR T v R— 20 TRh, wIEER, PIHIxHGIC
BT 2 BEHEN A MR I VEERBREE O O% bEYIITONS Z ENEETH D
EBEZ D, D, BUTHRAMACED TEEREANEE) IR L TV EBE~OHEF
W (DEEOT NV a— /W BRZET D 2 L) HAKENEESNDHEITE. Dot Ak
MaEdik U, EEICHRET 5 Z &1, TR T ¥ F—3 2R & & b - 858121,
EHIZZZT DI L)) IOV TE, TA PV OFGBIIGR K OG- H1 bz B &
VZDOFRICHSHEET 52 &) EURTTHZ LB EEZ D,

3. ERE5ERH L BREERANOTRN IEFBLHANBTDERITHONT (N11-2. ERARMGE

DRG] DESR)

EWNSDNRIER, TA RTA L FEONFEMER LT-FER, A OET L0 hEE DR
BHERFERFICBIT DM T v R—V ADFRBLY A7 IGE VRS 5 2 L &R il 2R
ST, BCKTIEA MR I CRBIDERORR SN TV D b O DORIFNOFENZ L 6B
REM S B, T RER S BE | MlE ~OEEMREDZ O T v F— R ICEET HHEE
Wik XA — & ShTnbd, £, mGE-A (X M7V akE) OFFEASICENT, B
REMEE L | T RER E T R ORI ORZ SR A IR OBEITRD i Tw
RN EAEEE 2 B, R G R RA ORM CEICOWT, HRRA GO EERE A &
B ERAIEFE -T2 LNHEEER D,

13 maesa® (hitp:/Mww.pmda.go.jp/drugs_reexam/2015/P20151222001/400093000_22200AMX00234 _A100_L.pdf (5
KMEEERH - 20194E4 A 9 H))
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V. Mt
1. HEEOBHEEREERE~DOREIZONT
11 HEEOBHEREERE~OREDAE

URAZ F/MERTe &5 2 L 2RI, PHEEOBEHERERSE (eGFR 30—
60 mL/min/1.73m2) ~?D A R L OFEEFREE LT LI R0 & T D0 MmN,
HEEICK s,

12 BEEEERECOMAE

DB D ORE R, BEOREICS U HEREIC OV TOEE Zid Lz BT, Ut
XEIZ 1 AfmAEO BL 2T 2 2 L2 & T 2o, HMERICSES
Nz, —FH T, IRISCEORIICONT, EFMEZB L VU TOBANH S,

e eGFR 7% 44 mL/min/1.73m? & 45 mL/min/1.73m?2 TIXBHEAE & L CTARBERZRE N X720
L 6T, TIV-1.2 BHEEREERE CORE] OFXS CIIHAEN 2H5ED Z &Ik
%, 1l @A &EIESH FTHLR ThH TREDORMIZ L - THEZHAGI T2 FOER
Wik N Th D,

o WEEOBEERRELRE CIXBEERORBBIZOBEZIEL L THIZA MR D
RENHEYTH L0 HETT 2 BOEERENLETH D,

BT, EFMEREOBER 2B 2, IMI CEICHPEEOBHERERFED 1 HREHES
T ABRICIIYEHENE L T A EEREHICT S & & bio, TEEOBHEIERE RS
T XV AN B R 2 s 3 2 70 CHEARIRBIENNETH L B A EERETH 2 &
D3N ) & LT

2. BREREEDANOILBET v F— R ICEET 3 BEEYERFITHONT
BATOBEE R ERMFEEICTEH SN TWOIABT ¥ R— AT 2 BE~OHEFH
WZOWTHETT 25 2 &) &3 280 HEnNL, EMERICSRF ST,

3. ERE5ERH L BREERFORN TELHATDERIIONT
Kb B & mi G BB OERWE 2 R — & 325 2 L 25EY) &3 D8 OFImTE,
BEMERICF SN,

VI. #&A 7

BRI, UL EOME A E 2 PEEOBKEEREEE (eGFR 30—60 mL/min/1.73m?)
DA RRVI L DOFEGIZONTIR, VA7 R/MEDN e &b 2 & 2RI, & 5% fl6E
LCELEZRVEHR L, BHERERED 1 BRaHEOBRIZOW T, 2EMD
O¥EBRMG, HE OWRREBITS Ul B, HERFEBIEES, LERIER L & bIT, IR
LEZFLHET D Z L3t &l U, (R 5 B RA O ERE I OV TR, E G R Al
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LR—&3 22 LhvEb) &l Lz,
Flo BRIZ T LB A PRI EGAT L EREMORMCEFEOMEN LoE
EUGETT D2 LY TH D &HMr LT,

19



[SGRTR] # A U (1 B i@ 582 2,250mg Td 5 8A]) (X k7L 2 fE 250mg,  [F#E 500mg f)

BT
Mo (ROBEIZITEE LW &)
(1) WITRTIREDHRE (FLEET v R—V A& EZ LT, )

1) #fe7 v F—T 2 DBEE
2) BEEDL EOBEEREREE (BB 1T 2 AF O 23 35,

WEIES
o (ROBEIITHRE LN L)
1) WIRTHEE (HBET v =y A& LT 0, [EERER
PEE], [HEARLREWER OHESR]
1) IET > F— 20D H % B
2) HEEOBHERERE (eGFR 30 mL/min/1.73m? Kiii) D& % HE X

[EEAREANEE] OESMH]
3) BATHEE (BB &) (EWIi PR N ERE T 2 820

(BT A (AT 2 G e) (B 38 1 2 A O PEE A s
L. AAIO RN EFT 5]

H%,]

4) HEONTHERERES ITIICI T 2 ALMOMERENME T+ 5, (&

WRHARIER] DESH)

5 Y= v 7., LAE OEREE, MRS OMESR, IR
DIEEHED B % HBHEF o O O OARER F MUIE 2 £ )07 R EE
(FLEEPEA DI 5. )

6) WHEE DT L m— B TR 5 LB O
%)

7) WAKKE, BACIREENIR G S 2 T, RO HHEE OO 5
g2

AN T

3) HEDITHKIEREDH 2 BHE ITIRIZI T 5 FLBRDOHRED K
T 5.)

4) DIfE R, FEREICREORE (L a v 7 LAE, (DT,
NZERRSE) D& % BHE M O O ORISR MLAE 2 03U iR
REICH DB (B HIMENE O TTHEIZ K Y FLEEAE DN 5, ]

5) WiAE D B IFHiACIRIE N & S % /A (T, WErM:5 0
HIGEEE O & % B #E OIS N 7 55 5

6) WD T L= — LEIE (FFIRIC I8 1T 2 FLBR O RERE DMK T4
Do Filo, WAKKREZ KT Z LD D, PSR DEZMR]

IS0
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BT WEIES
2)~(®6) () (2)~@6) (#%)
M- A& ik - H&
WHE L RAICIZA MRV UHEERHE & LT 1 B 500mg L WBRAAL., | (BHEARL)

1 H 2~3 [ENZHE L CTRERTIUIBZICRE ARG T 5, HEFFRIX
REBE LN ORO DM, @H 1 H 750~1,500mg &9 5, 7
B, BEOREIZLVEEIERT 52, 1 Hixsxb &L 2,250mg
FTET 5,

W, 10 L Eo/NRICiE A RV R & LC 1 H 500mg
KO L, 1 H 2~3ENCHE L CRERN IIRZICR OGS
Do MEFREIIDBEAZBE LN DA, @ 1 H 500~
1,500mg & 9%, 7ok, BEFOIRBIC LV EEHEET 523, 1 Hix
% GEE 2,000mg ETET 5,

& - MEICBE 61 EoiEE
CHrizt)

ik - AEICBEET 26 EoEE
HEEOBEEREOS 5 HEF (eGFR 30mL/min/1.73 m? UL k-
60mL/min/1.73 m?> £jiii) Tik, A bAAI OMmFREN EH- L,
HEET LV R—V ADFEBY A7 BNEL e B Al feEnN H 5720 LLF
DEICEETSHZ L, #HIZ. eGFR A 30mL/min/1.73 m? UL k
45mL/min/1.73 m? A5 O BFNT T, JERE O IEMEA R4 A
LW SN DGR OREETH L, (THEEARFEARER ],
(ERZe@IVEST ), e | DOEZI)

« BHIT VEIVBRBETLZ L,
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WEIES

o BHHE K0 EENCEH#AE (eGFR %) Z R 2578 SIHEIC
PmABE L, B OBE LR GEOHRE 2 HRatd 52 &
SHER TR EIE. A ML UIERE L LT 1 HEERS
mAE TROHBHZECHETDHI ENTEIN WEEEE LN
DIRAICHEETHZ L, Fo, BHICHIE->TF 1 HEEZ1H
2~3 EnEIRET D 2 L,

TEEOBBEEEOH L BEICBIT2 1 ARGEREEDHE

HER R RIS 2 (eGFR) 1 Ak 580 %

(mL/min/1.73m?

45=eGFR<60 1,500 mg
30=eGFR<45 750 mg

BEELE ROBEITEEICEETLZE)

RICHBT HIRMED BFH

D~@2) %)

(3) HEEEDRHEREREE (AT v R—Y 22 EZTBZNARH 5,
[EEREARNER] OHESHR)

(4)~(6) (W)
(7) THAMER) OIWRTEAEOH FiET v R—v A& 2
TEZENAND D, )

BEELS ROBEITEEICEEGTE L)

WIZHIT HRiED B

D~©2) @)

(3) WE~PEEDOBFHEERE (BT v F—r R 2RI T8EN
Wb, TR AECEET 28 H EodE ), TEEAREARY
HE] DHEBMR]

(4)~(6) ()
(7) TOREEE) OISR TEAE OO (g7 v =2 A2 2
TEETNDNDH D, ]
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BT

WEIES

(8) fOREIRIFHHE Z eGP (MMEALEM), THEKRZREIVER )

(8) fLOKEIRIF M 2 G hofE ([JFHER), THEKRREITEM )

DIHZ] DIAZ]
HE R AANERE HE R AR

Q) FNICEERART V F—VAEZRITILERNHLDT, IT
DODNEEBE R NEDOFRICHmiET 52 L,

Q) FNICEERAIABT VR AERITIER’HD, VAIR

T LTid, BlnekEE JFEEREREE (KRR MIE 2 (090

whe, ik FURIEHZET 2EKAOHZ L) WEOT IV

o — VB, EYME, BIE SN LN TV D, B Bk, i

FEOTNVa— A BRECIYEBEORENEET L bHD

DT, UFORICEET S Z L, (TERZRIER] OESH)

1) KFOEEBRIGETI R NZ D% b &5 R I EMIC, BHEE
(eGFR %) R UTHREA e 2 & L Hiz, BEDIRREIZH
SEELTCEGORMAG KOG EOFME L MRETTHZ L, 7
B, milnE %, FRCEE RPN EZRGEIT T K Y ]
CHER T &, (TEET ), THTE - HEIZRE T S FoiE
2l &g ~oih | OESH)

2) WiAKFERA B &b A Ik G 2 fik L, @y aE %
1752 &, FIRIEMZAT 255 (FIRAL. SGLT2 BREHIS)
EDOPFRFREZIE, FrliCliAKICERET 22 &, (THHHER) 0HE
Z )

3) AANOEE-FIGR  NZE D% b F G- HIE IS, AT ONE
EREROEORBRISRETDH L,
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BT

WEIES

1) BEOCT NVa—NABRERT S Z &,

2) FEEL, TR, WERE, R ERIPUR RAE IS LY KRR
HHAICIE, Wolt AR ZRIE L, ERICAEE ?“5
(MEEz] DHESMR)

3) LT ¥ R—= ZAOPIEIRD & & O AT
%2t o &, (TERZEWEM OHESM]

(2) = — FEEHZ AW TREZT > BE BT, AAIOHFH
WCEVHRT v F—=V A2 T2 L0 H 50T MARNIIAA
DG 2 —RRICPIETD L (2L, BRICHMEAEZIT O LE

W D56 ERS), I— NEZAIKREGHE 48 KRIIAF O&KE
ZHBA LW &, B, BEHEBRICIE, BEOIRBIEET

5L, (IHHAEEH OESH)

(3) BiAKIZEY ?Lﬁa? VRV RAEEITZENH D, BUKIERD
HOObNTHAICITEEEPIE L, WYRLEEITY Z &, %Uﬁé
(B Echon %wi?eﬁﬂ (FIPRAN, SGLT2 BHEAITE) & OfF KR
Rl ’Hﬁbk ’?E%?“Zo Z &, (MHEEM] oEZM]]

(4) BHREREE O & 5 BE TIEBEIRIC IS T 2 AFI OB L,

$ﬂ@m¢%gﬂiﬁﬁéJ%5%%%&@&ﬁ¢muT@ﬁK

HET22 L, aE~o&ksb ), [FEYEEE) OESHE]

c WEOT NV a—LEBRERT DL, (5, RS
HE M)
o BN T, EM, BREERAREOKRHAR v TA)

DEFIBAREN RS SN DD, WolmARAEZTIEL, E
FCHRRT D2 &, (AT OHSH)

o HEET v F—T20fEk (BEEE., B FHRm, @Rk
) RHOONGAEITE, BEbicxigd 52 &, [[HERRE
TER | DIEZR)

4) F— FEEAE AN TREZIT 5 BEIZBW TR, FAlOPE
X VAT > R— A2 ITZERHHDO T, MARNL
AR O E- 2 —RFc kT 52 & (272 L, BRAICKREEIT
IWMEN D HYGHEIRL), 3 — RIEEFIEG-% 48 ReEIXAH

UD%EEJL%EEEJL&\/\ & Teb, BGHERCIE, BE O
EETDZ &, UHHER) OESHR]

(E%ﬁ%ﬁ%&%mamﬁﬁ)

(EE AR (L) DICRL)
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BT

WEIES

1) BHEESCHRE ORI T OEE L TS OEECHE S EOH
Hiztatd 2 2 &, BHREIT, eGFR RIME 7 L T F = L%
EHE\HWT 5 2 L (ENERRERERIC 31T D BRI
Mig 7 V7 F = Al A Tl Bt 1.3ma/dL, M 1.2ma/dL
LB, ANERCIEImIEZ V7 T = E 1.0mg/ldL # TH - 7= ([FE
EikAE ] OESH), ]

2) AEIBEGHIEBIC S R B Ao R A 2R 3 T

RS AL L U BEENCBHERE (eGFR, VG2 L T F = U E%)

BEE1TH 2 &,
(5) ATHEBEREE O & % A TIIATIRIC 1 % Al O EEEDME T

2 ATREMED B B D T AT G-I E WA I ATARRE 2 a8 9~ 5

(R FEAEE Q) DIZFEE)

Z &, Rk DESM]
(6)~(10)  (W&) 2)~(6) (%)
FHAEAEM FEAAE
CHrax) (1) PHEEE (BFLZ2VWZ &)
N4 BRRER - FEE G 1A By - SRR
TN a— AT v F—v A& | B 2 IR
NV ORED | 2T &R H D, AHIE | #EEME TS, Fe
ey) HSHEEo T v a— | PiAREEE K4 2 LA
VAR (BRIR) Ak D | 5,
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BT

WEIES

BEREE (BFRICEET 2 2 &)
(%)

s
— o

2) pEHEE (BFRICEET D2 &)

(W)
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[4ETZ] # A UHEEsE (1 H &

E B 750mg Th LK) (77U =7 5 250mg i)

BT

WEIES

iliy

BRHRT V R—V AT IEBHY | HETICESTZHIL
WS TnD, HLERT v F— /X%E LR WEFIZITRE
Lianwz &, [MEm) oEZR] £, BEMEDEAEZ 2
EHDH, ML - HE, R EOTEE HMETHZ L,

HE{\ g

%& z

I3
[¥

=

=

HERHABT O F—Y A2 T2 EeNH Y FETITE T4
HEENTWE IET Y R— 2% 2 LT WAEIITHRE LA
Wz ok, Umuj@@ﬁ%]

BHRERE E IS REE E 0 b D BE . Bl IR 5T 55/
= m%m_m% %ﬁ% EAiR T o LEEICREST D Z &

b =)

BRI 75 sl Lo mln# Tld, ARG OS2 EE Ik 5 =
b, (MemEieh |, TEEREANERE] KO [EE~0ks5 ] O
HS M)
;o ROBEIZIIREG LnZ L) e ROBEITITHERE LN L)
1 WIORTREOBRE [HBET vV R—v AR LTV, ] 1 WIRTHEE BTV R—v 2R LTV, ] ((EERE
AR, TERREWEH ] OIESH)
(1) LT > F— 2 DR a)%@7VF~VX®%&@k5%%
(2) Bl E (REREE L E) [BRIZB T 2 R84 O | (2) HEEOBBEREEOH 5B (eGFR30 mL/min/1.73m? £jif) @
75, b5 BB X ié*ﬁ%% UEEET 2 2 de) (BB BT 5 A KD
Q) FHTERE ERENZ &) [mWilFiRENR T 5 B210 Pefe 23 U, AR oM P iEEN EF4 5, ]
»b.]
(4) JIFREREREE [IFIgIC 310 2 B ORBEENME T 5, ] (3) HEDMHRERED H L BE [FRICI T 5 IO RBHREIMK

5. ]
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(6) = w7, OAd DREE, igEtee LOMmER, SEKREIC
i DFEE D & % 3 K O O ORERSE ME 2 £ P9V R
RE [FLERPEAEDMEINT 5, ]

(6) EEDT v — N ARERE [IFIEIZ I 2 LB O RHREDME T3
%o ]

(7) AKAE, BiAKIREE DS & & 42 T, Wan:% D B GRS O & 5
BE

(4) DIE R, MHEEICEEORE (Ca v DA, DHTEE,

-
—
N

IZERRSE) D& % BE M O O ORISR fLAE 2 03U iR
RBICH 5 BE [HERBIEEE O TTHEC & Y FLBREE DN 5, ]

(5) WiAKHED ST T WA B & S 5 B (P, IRM55E o
BIBREE O & 2 B, £ OB I F e B H %)

(6) WEED T )V a— VBEEE I 0 2 B ORHHRENMK T3
%o Flo BiAKIREEZ KT Z L0355, ] ((HRAZE ) OIESR)

(8) milinE (MEiE~DE | OHEBH) (HIBR)

2.~6. (M%) 2.~6. (%)
Mk - A& M- A&
WHE, AT A MRV UGS LT 1 HE500mg L 0 BAAG | (EFE72L)

L. 1H2-3FBRHRIZDERAREGT 5, MEEIDREEZEL
RN HIRO LD, 1 HigmE 5 &1L 750mg &%,

& - MEICBE D61 EoiEE
CHrizt)

ik - AEICBEET 2 EoEE

HEEOBEEREOS 5 HEH (eGFR 30mL/min/1.73 m? UL k-
60mL/min/1.73 m? Ajiii) Tk, A bAAI L OMmPEREN EF L,
HEET v R—V AOFRBY A7 PN@E< e b il et 5720 LLF
DODRICIEETDHZ &, R, eGFR A% 30mL/min/1.73 m? L |
45mL/min/1.73 m? A5 O B T, 6K EOFREMEA R4 A
LU SNDBEICOREETH L, (THEERFEAREE ],
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(HRZENWEH] OHEZH)
s BhHIT, VEIVBRBTLZ L,

o BHHIE, LV HENCEH#EE (eGFR %) Z i3 2572 SHEIC
B EEE L, B5 O RO G EOFM 2 HREtd 5 2 &,
« DNBEARTDREEIT. A PRI HEREREL LT 1 BEERE
% 750mg FCHETDHIENTEDIN, IREZBELEND
hxllET 2L, Fo, BHIIHI->TUI, 1HEZ1H?2

~3ENCHERETHZ L,

HEEEES ROBEIITERICEETHZ L)
WG DARRED B

HEERS ROBEIITERICEETSHZ L)
WIZHT D IRRED B

D~@3) %) DO)~@3) ()
(4) THAEMEH] OISR E Ot (17> F— 228 2 | (@) TBHHEE] O)IORTERE 0GR (7> F—o 2%z
TEENDLH D, ] TEENEH D, ]
(5) fLOFERFAIEEZ E GO RFE (THAEM ). TEXRZEEM] | 5) thobERFEAEKEZ RS FoBE ((OHHEE). TERXARETER]
DIEZ ) DIES )
€9 (6) BRJE~HEEDOBHAEREE (A7 v R A2 FTBEN
Vo bH, (THE- AEcBMd oA EordE], [EEpfR
MVER ] DEZH)
(1) BEED O P EEONTHEREREE (AT v R—I X2 6%
e b, ] (EERERPER] OESH)
(8) miline ([ElnE~Ds | OESH)
EEREARNEE EEREARNEE
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MFENCEERALT SV F— AZEIFTIERNHLDT, UTF
DINE % EE KR OEORB A HEET D2 L,
1) WEOCT NVa—VEBRERT D Z L, (R

ZNInD

| DIEEHR)
2) FEEN T, MEM, BRREEIUR B2 LY BACIREEDN R
HHEEICIE. Wolt AR EZFIE L, ERNZFHEZRT 5 Z

Maosh
&

o

(1) FCHERAMT VRV A2 TR DH, VAT

& LCid, BHEREREE . IFBEERE S (KRR 3R ME 2 E Vo

WHe, Wik FURIEHZE T 2 A O HEZETe) , WEOT IV

o — VB, ERYE, EEIEEN LN TV D, B Bk, i

EOT7TNVa— N BRECIYEEORENEET L bHD

DT, UTOmRICEETHZ L, (ERRAWEH] OBESH)

1) ARAOEEBRLARTI L N2 O#% 85 I E I, B
(eGFR %) M OVHHEREZ MEFE 4 5 & & b i2, BFOIREEIZH
SEBE L CTHERGOMEROEGEORBZHRETo2 L, 7
B, i, FRICIEE R ROB B 2N M B 2R AT K Y SR
ICHERT D &, (TEET ), THTE - HEICEET S Bk
2l TElsE~oih | OESH)

2) BAIER DS o= G815 21k L, @yl 0nE %
1792 & FIURMENZ AT 234 (FIRA. SGLT2 BHEHI)
EDOPFAREZIR, FRIhiKICEET S 2 &, (THHHEE) 0HE
Z )

3) AANO £ H-FAGER e N2 O b G- H L bl
ERE MR OTORBEIHSRETH L,

s WEOT N a—NEBIERTSZ L, (), T0FHEER @
HZ )

o FEEL P, EM:, RFEERRREEOKRHAE &y 7T A)
DORFFMAKENREEIN DD, Wolt VIR AZHIEL, &

-
N

LFONE
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(Mt DHEZM)
BT ¥ B = ZADOMHFER D B & O - I,
%t o &, (TERZEWEM OESH)

X nz

EbHi

-
—

S B
B

(2) F— REEAIEZHWTREZIT 2 BEIZBOTL, KAIOGH
WCEVHBT v R—V AT b DO T RARTNIEAA
OFe G5 —FECH b2 28 (72720, BEICKREEZITHYLE
Wb LH5E xRS ), I— REEAlixb% 48 FEEIIAK OG-
ZEEALRNWZ &, ks, EFBARNZIT, BEORBICERET
52 &, (MHHAEEH) 0ESH)

() BiAKIZEVHAMT V F—Y AR ITZ L83 H 5, FAKIERD
oG EITII®REEZRIE L, EURAEZITH Z &, R
TER Z AT 53K FIRA, SGLT2 BLEAIS) L ofFHRNIIL,
FRiBiKICHERET 22 &, (THEMER] OESHR)

(4) EtEREREE O & 2 BFE CITEIRIC 31 2 AHI O A HA L
AF O PR EFHS D, FGBARRTR O 5- I B RO A
FOWRREICHDEE L RGO 2 Hmatd 5 2 b, BT,
eGFR RIMiF 7 VT F = MEEZZEITHMT 52 &

FICHERR T 2 2 & (=) DIHZM)
HEET v R— 2 DStk _(HIBIEE,

ER ) OHEE)

4) =3 — NERAZANTREZIT Y BEICBW UL, RAIOHF
FIZE VBT v R—Y A ZREITZENHDHDOT, AR
AR OG- &~ ChIEd 5 2 & (2L, BRAICHREEZIT
IWMEN D DA RS ), F— FHe 5% 48 B IIAFH
DG EHFRA LN L, 7ol BEBARCE, BEORE
CEET L2 &, (HHHEE) 0HESHR)

(E 22 AR (L) 2)I2F0H)

RI&ER

(R FEAEEQ) DIZFEE)

(G)~(9)  (#%) 2)~(6) (#%)
FHAEAEM FHAAEH
€59 (1) PFHERE FHLZ2WZ &)
A4 & BRARAE R - 5 1A BT - fEBRIA 1
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PERER (BFRICEETS 2 &)
(W)

7 )L g —
v GEEED
EE)

BT v R—v A&z
TR B D, AHIEGH
RO T L a— LB
(FKif) ZlET 2 = &,
2 frHEE (BFRICEET 22 L)
(W)

BT 35 1) % SRR O
KRS T3 5.
oo BiARIER A =
LB D,

il ~ OB
T B T - IR AME T LT 5., BHBEIR TIC L 5

iR iR~ DOHE G-
mlin g Tld, ERERE, ITHEEE MR R LTV Z 8% < FM

AFNO Y O JTFHEREAR TIZ & 2 FLEE O AREHRE DK T ASHLIE T

KIERZEZ LTV, 2O OIRETIFAM T V F—v A2 EZ

V=R EHLDLNLT L THIENH DT, mlE I TR

LT WOT, UTORICEETSHZ &,

LApwnwzZ &)

(1) AAIOF 5-BRAGRT, #5530, B IcEE A PGREIE N
VB YA K 0 RN B RE O TR & iRl S D 2 U -4y
WS LR OEEICEEFTL 2L, (A BRI VFIEEAL
Rt =7, REBMEO F FIRPICHRt SN D, F72, RO
XTIz X 0 HEEORBRENME T2,

(2) BHRE-CH KR ERFE OREBICHIER L TREOFIED
IR 2 95 2 L BRIC 75 DL D sl T LR T v B —
VARZHMESNTEY . THRLARTHLZ ENZ N,
ARG O 2 L EEICHRT S Z &,

(3) Mifr L7 F = AENEFFHHENTH-TH, Flpic Lo T
FEEOBHEMEFL TSI ERNHLDT, eGFRE L EE L
T, EEICEZFOREEZBIET L &,
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[&ETR] # bR UHEE S A RA] (X %7 NEEASE LD, [RIBLA$E HD)

AT

iliy

g

BRABT v =V RAERITZENDD ., HTICEST2H D
HEINTWD, BTV F— 22 2 LT WES IR
LWz &, (2] oES) £, EERRDEL RS L

AN

o, Mik- HE, H EOEEICRIIEETSHZ &,

TR E T
NEES
et
BERAMT v R—Y A2 BT ENHD  FETICE 7206

HENTWD, JET o R— 22 Z LT WEE IR E L
W2k, ([#x] oESH)

RS RERE E TS RER E 0 H D BE . BlE IR 5T 5551
1, EHIEIC B AR RE A R T S R EEICR 5T H 2 &

FEIZ 75 mlL B e Tk, AAIR G- O S A EE ICCHETT 5 2

Lo, (MEEES ), TEERIEAREER] XD [EnE 05| ©
THSHR)
e (ROBEIITEE LN L) e (ROBEIITHEE LN L)

(1 (%)
(2) WITRTIRIEEDABE [HEET ¥ R— A& Z LT, ]

1) A7 v F— RAOREE

2) EHEREMEE BEREES ST) [BRICHIT 5 A FALI ok
23 32, ]

3) BT (MEFLEITZEde) [EW i A b AL I R EE AR

Q) (B

(2) WITARTHEE [A BV IINCEDIMBT > R—v A& L
RF W J_(TEZEARFAREE], TERXZRIEH] OESHR)

1) AT > R—L ADOBED S D B

2) HEEOEMAEREE (eGFR30 mL/min/1.73m2 Kiiti) D % H#E X
BT EE EEENT A ) [BlgCs T 2 gt L, A
bR OMPIREN EAT D, ]

TOBEINYRD D, ]
4) va vy, LA DFREE, ke EOMmE R, MEEIC

3) LfE R, AtEREICREORE _(a v 7 LA, DI,
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e B DFEE O & 2 3 K OVE O ML OARFE R [UE 2 00 1
WHE [FLERPEE DI 2, ]

5) WD T L= — U IR 31T 2 FLB O EIEE MK 9
%o ]

6) iAKE, BiACKREEA G S5 PR, IEMESEO FIBEEOH 5
B

7) & (TS E~ORE ] OHEZH)

(3) MFHrerEE [Fiic ik T 2 A OEEIME N L, AT >~
F—=I 22 LTV, o, 7Y Z Y A3 FEITTET
R s7cn, HERITREREOH L EH CIERT LB
TN 5, ]

IZERESE) D& % A M O DML OARNESR MUE 2 fE 09U R
CHHBAE [HEBIMENE D TLHEC K Y FLIREEA NN 5, ]

4) WAKNE D B IR EEN & S 6 B _(HFL, EH-% 0 8
WBhEE O & 5 B, #E 0B N2 B %)

5) WEE DT L a— /L HEEE TR T 23O M T
B Flo BAKREZ KT Z 355, | (LR DESE)
(HIBR)

() EEDTHEREIEE D H 2 BHE T I 1T 2 FLlE DR EHHE DMK
TL., ARBNVIATEDHAET V F—= A2 Z LT,
Fo. BA 7Y Y U TFEICTRTRE SN DD, FHTD
BENWRH D, ] ((HEERFEARNEE] OHESHR)

4~(@®) %) (4)~(@B) (I%)
ik - & Mk - &
WE, RAZIE LB 1ML (A7 U X A MRV R | (BEZRL)

#5 & L C 15mg/500mg 3 1% 30mg/500mg) % # &% ICE A& 515,

M - AEICBEET 2640 EoiEE

A7V OBRGIZE Y FEN I EIZ S < E ST
WBHDT, I ET AT, EORIUCEE L, AANCE
ENHEA 7Y 2L LTCoORERIT 1 A 1E 15mg 25 &5
ERRMGTHZ ENEE LV,

Mk - HEICBET 260 EoEE

Q) ©F7 YV EY ORI X0 RS R I < @ S
TWHDT, BMEIZEEGT 5561%, HEOFBIITHE L, KA
IZE&ENDEA TV EZY e L TO#KEEITL A 1E 15mg /5
B ZGT D ENEE L,
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Chrix

(2) TEEOBEEREDH HHA (eGFR 30mL/min/1.73 m* ULk

60mL/min/1.73 m? A&fi) TiE, A bAAI O REEN EFH- L.,
HEET V F—V ADFBY A7 NEL RD AR H 57290, U
TORICEET D Z L, FFIC eGFR 2% 30mL/min/1.73 m? UL |
45mL/min/1.73 m? A& O B IZIE, IR EOFRMES GRS
H2 LB SN OGRICOHREET D 2 L, (THEIERARIE
Bl TERZEWEH] OEZH)

A MRV AERIE AV E L VBMG L  WREBIE LN DIk
I ET SR, HEICEGEZRGTL AN ETH DI
D AR GENE AT Y Z U ROA RV S R O A
OOFHFRE L VEG)CTh 2 2MEEICHET 5 Z &
AANCEENDEF TV E I RO A MRV AERIEOE, T
RITRTA MBIV R REAO 1 AlkmE5EORZHE
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GLUCOPHAGE/ GLUCOPHAGE XR (Bristol-Myers Squibb Company)
2018 4 5 H SGTIR

GLUCOPHAGE (Merck Serono Ltd)
2016 4 12 H &GETHR

WARNING:LACTIC ACIDOSIS

e Postmarketing cases of metformin-associated lactic acidosis have resulted
in death, hypothermia, hypotension, and resistant bradyarrhythmias. The
onset of metformin-associated lactic acidosis is often subtle, accompanied
only by nonspecific symptoms such as malaise, myalgias, respiratory
distress, somnolence, and abdominal pain. Metformin-associated lactic
acidosis was characterized by elevated blood lactate levels (>5 mmol/Liter),
anion gap acidosis (without evidence of ketonuria or ketonemia), an
increased lactate/pyruvate ratio; and metformin plasma levels generally >5
mcg/mL [see Warnings and Precautions (5.1)].

e Risk factors for metformin-associated lactic acidosis include renal
impairment, concomitant use of certain drugs (e.g., carbonic anhydrase
inhibitors such as topiramate), age 65 years old or greater, having a
radiological study with contrast, surgery and other procedures, hypoxic
states (e.g., acute congestive heart failure), excessive alcohol intake, and
hepatic impairment.

* Steps to reduce the risk of and manage metformin-associated lactic acidosis
in these high risk groups are provided [see Dosage and Administration (2.3),
(2.7), Contraindications (4), Warnings and Precautions (5.1)].

e If metformin-associated lactic acidosis is suspected, immediately
discontinue GLUCOPHAGE or GLUCOPHAGE XR and institute general
supportive measures in a hospital setting. Prompt hemodialysis is
recommended [see Warnings and Precautions (5.1)].

2 DOSAGE AND ADMINISTRATION
2.3 Recommendations for Use in Renal Impairment
e Assess renal function prior to initiation of GLUCOPHAGE/

4. Clinical particulars
4.2 Posology and method of administration
Renal impairment
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GLUCOPHAGE XR and periodically thereafter.

¢  GLUCOPHAGE/GLUCOPHAGE XR is contraindicated in patients with
an estimated glomerular filtration rate (eGFR) below 30 mL/minute/1.73
m2,

e |Initiation of GLUCOPHAGE/GLUCOPHAGE XR in patients with an
eGFR between 30 — 45 mL/minute/1.73 m?is not recommended.

* In patients taking GLUCOPHAGE/GLUCOPHAGE XR whose eGFR
later falls below 45 mL/min/1.73 m?, assess the benefit risk of continuing
therapy.

¢  Discontinue GLUCOPHAGE/GLUCOPHAGE XR if the patient’s eGFR
later falls below 30 mL/minute/1.73 m? [see Warnings and Precautions

(6.1)]

2.4 Discontinuation for lodinated Contras t Imaging Procedures
Discontinue GLUCOPHAGE/GLUCOPHAGE XR at the time of, or prior to, an
iodinated contrast imaging procedure in patients with an eGFR between 30 and
60 mL/min/1.73 m? ; in patients with a history of liver disease, alcoholism, or
heart failure; or in patients who will be administered intraarterial iodinated
contrast. Re-evaluate eGFR 48 hours after the imaging procedure; restart
GLUCOPHAGE/GLUCOPHAGE XR if renal function is stable.

A GFR should be assessed before initiation of treatment with metformin
containing products and at least annually thereafter. In patients at an increased
risk of further progression of renal impairment and in the elderly, renal function
should be assessed more frequently, e.g. every 3-6 months.

GFR Total maximum daily dose | Additional considerations
(mL/min) (to be divided into 2-3 daily
doses)

60-89 3000 mg Dose reduction may be
considered in relation to
declining renal function.

45-59 2000 mg Factors that may increase the

30-44 1000 mg risk of lactic acidosis (see
section 4.4) should be
reviewed before considering
initiation of metformin.

The starting dose is at most
half of the maximum dose.
<30 — Metformin is contraindicated.

4 CONTRAINDICATIONS

GLUCOPHAGE and GLUCOPHAGE XR are contraindicated in patients with:

» Severe renal impairment (GFR below 30 mL/min/1.73 m?) [see Warnings
and Precautions (5.1)].

e Hypersensitivity to metformin.

e Acute or chronic metabolic acidosis, including diabetic ketoacidosis, with
or without coma.

4.3 Contraindications

* Hypersensitivity to metformin or to any of the excipients listed in section 6.1.

* Any type of acute metabolic acidosis (such as lactic acidosis, diabetic
ketoacidosis).

* Diabetic pre-coma.

» Severe renal failure (GFR < 30 mL/min).

* Acute conditions with the potential to alter renal function such as:
dehydration, severe infection, shock.

» Disease which may cause tissue hypoxia (especially acute disease, or
worsening of chronic disease) such as: decompensated heart failure,
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respiratory failure, recent myocardial infarction, shock.
» Hepatic insufficiency, acute alcohol intoxication, alcoholism.

5 WARNINGS AND PRECAUTIONS

5.1 Lactic Acidosis

There have been postmarketing cases of metformin-associated lactic acidosis,
including fatal cases. These cases had a subtle onset and were accompanied by
nonspecific symptoms such as malaise, myalgias, abdominal pain, respiratory
distress, or increased somnolence; however, hypotension and resistant
bradyarrhythmias have occurred with severe acidosis. Metformin-associated
lactic acidosis was characterized by elevated blood lactate concentrations (>5
mmol/L), anion gap acidosis (without evidence of ketonuria or ketonemia), and
an increased lactate: pyruvate ratio; metformin plasma levels were generally >5
mcg/mL. Metformin decreases liver uptake of lactate increasing lactate blood
levels which may increase the risk of lactic acidosis, especially in patients at
risk.

If metformin-associated lactic acidosis is suspected, general supportive
measures should be instituted promptly in a hospital setting, along with
immediate discontinuation of GLUCOPHAGE/GLUCOPHAGE XR. In
GLUCOPHAGE/GLUCOPHAGE XR treated patients with a diagnosis or
strong suspicion of lactic acidosis, prompt hemodialysis is recommended to
correct the acidosis and remove accumulated metformin (metformin
hydrochloride is dialyzable with a clearance of up to 170 mL/min under good
hemodynamic conditions). Hemodialysis has often resulted in reversal of
symptoms and recovery.

Educate patients and their families about the symptoms of lactic acidosis and, if
these symptoms occur, instruct them to discontinue GLUCOPHAGE /
GLUCOPHAGE XR and report these symptoms to their healthcare provider.

For each of the known and possible risk factors for metformin-associated lactic

4.4 Special warnings and precautions for use

Lactic acidosis

Lactic acidosis, a very rare, but serious metabolic complication, most often
occurs at acute worsening of renal function or cardiorespiratory illness or sepsis.
Metformin accumulation occurs at acute worsening of renal function and
increases the risk of lactic acidosis.

In case of dehydration (severe diarrhoea or vomiting, fever or reduced fluid
intake), metformin should be temporarily discontinued and contact with a health
care professional is recommended.

Medicinal products that can acutely impair renal function (such as
antihypertensives, diuretics and NSAIDs) should be initiated with caution in
metformin-treated patients. Other risk factors for lactic acidosis are excessive
alcohol intake, hepatic insufficiency, inadequately controlled diabetes, ketosis,
prolonged fasting and any conditions associated with hypoxia, as well as
concomitant use of medicinal products that may cause lactic acidosis (see
sections 4.3 and 4.5).

Patients and/or care-givers should be informed of the risk of lactic acidosis.
Lactic acidosis is characterised by acidotic dyspnoea, abdominal pain, muscle
cramps, asthenia and hypothermia followed by coma. In case of suspected
symptoms, the patient should stop taking metformin and seek immediate
medical attention. Diagnostic laboratory findings are decreased blood pH (<
7.35), increased plasma lactate levels (>5 mmol/L) and an increased anion gap
and lactate/pyruvate ratio.

Renal function
GFR should be assessed before treatment initiation and regularly thereafter, see
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acidosis, recommendations to reduce the risk of and manage metformin-

associated lactic acidosis are provided below:

¢ Renal impairment—The postmarketing metformin-associated lactic acidosis
cases primarily occurred in patients with significant renal impairment.

The risk of metformin accumulation and metformin-associated lactic acidosis

increases with the severity of renal impairment because metformin is

substantially excreted by the kidney. Clinical recommendations based upon

the patient’s renal function include [see Dosage and Administration (2.1)

andClinical Pharmacology (12.3)]

» Before initiating GLUCOPHAGE/GLUCOPHAGE XR, obtain an
estimated glomerular filtration rate (eGFR).

* GLUCOPHAGE/GLUCOPHAGE XR is contraindicated in patients with
an eGFR less than 30 mL/min/1.73 m? [see Contraindications (4)]

e Initiation of GLUCOPHAGE/GLUCOPHAGE XR is not recommended
in patients with eGFR between 30-45 mL/min/1.73 m?,

* Obtain an eGFR at least annually in all patients taking GLUCOPHAGE/
GLUCOPHAGE XR. In patients at risk for the development of renal
impairment (e.g., the elderly), renal function should be assessed more
frequently.

* In patients taking GLUCOPHAGE/GLUCOPHAGE XR whose eGFR
falls below 45 mL/min/1.73 m?, assess the benefit and risk of continuing
therapy.

e Drug interactions — The concomitant use of GLUCOPHAGE/
GLUCOPHAGE XR with specific drugs may increase the risk of
metformin-associated lactic acidosis: those that impair renal function, result
in significant hemodynamic change, interfere with acid-base balance, or
increase metformin accumulation. Consider more frequent monitoring of
patients.

* Age 65 or greater — The risk of metformin-associated lactic acidosis

section 4.2. Metformin is contraindicated in patients with GFR<30 mL/min and
should be temporarily discontinued in the presence of conditions that alter renal
function, see section 4.3.

Cardiac function

Patients with heart failure are more at risk of hypoxia and renal insufficiency. In
patients with stable chronic heart failure, metformin may be used with a regular
monitoring of cardiac and renal function.

For patients with acute and unstable heart failure, metformin is contraindicated
(see section 4.3).

Administration of iodinated contrast agents

Intravascular administration of iodinated contrast agents may lead to contrast
induced nephropathy, resulting in metformin accumulation and an increased risk
of lactic acidosis. Metformin should be discontinued prior to or at the time of
the imaging procedure and not restarted until at least 48 hours after, provided
that renal function has been re-evaluated and found to be stable, see sections 4.2
and 4.5.

Surgery
Metformin must be discontinued at the time of surgery under general, spinal or

epidural anaesthesia. Therapy may be restarted no earlier than 48 hours
following surgery or resumption of oral nutrition and provided that renal
function has been re-evaluated and found to be stable.
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increases with the patient’s age because elderly patients have a greater
likelihood of having hepatic, renal, or cardiac impairment than younger
patients. Assess renal function more frequently in elderly patients.
Radiologic studies with contrast — Administration of intravascular
iodinated contrast agents in metformin-treated patients has led to an acute
decrease in renal function and the occurrence of lactic acidosis. Stop
GLUCOPHAGE/GLUCOPHAGE XR at the time of, or prior to, an
iodinated contrast imaging procedure in patients with an eGFR between 30
and 60 mL/min/1.73 m? ; in patients with a history of hepatic impairment,
alcoholism or heart failure; or in patients who will be administered intra-
arterial iodinated contrast. Re-evaluate eGFR 48 hours after the imaging
procedure, and restart GLUCOPHAGE/GLUCOPHAGE XR if renal
function is stable.

Surgery and other procedures — Withholding of food and fluids during
surgical or other procedures may increase the risk for volume depletion,
hypotension, and renal impairment. GLUCOPHAGE/GLUCOPHAGE XR
should be temporarily discontinued while patients have restricted food and
fluid intake.

Hypoxic states — Several of the postmarketing cases of metformin-
associated lactic acidosis occurred in the setting of acute congestive heart
failure (particularly when accompanied by hypoperfusion and hypoxemia).
Cardiovascular collapse (shock), acute myocardial infarction, sepsis, and
other conditions associated with hypoxemia have been associated with lactic
acidosis and may cause prerenal azotemia. When such an event occurs,
discontinue GLUCOPHAGE/GLUCOPHAGE XR.

Excessive alcohol intake — Alcohol potentiates the effect of metformin on
lactate metabolism. Patients should be warned against excessive alcohol
intake while receiving GLUCOPHAGE/GLUCOPHAGE XR.

Hepatic impairment — Patients with hepatic impairment have developed
cases of metformin-associated lactic acidosis. This may be due to impaired
lactate clearance resulting in higher lactate blood levels. Therefore, avoid
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use of GLUCOPHAGE/GLUCOPHAGE XR in patients with clinical or
laboratory evidence of hepatic disease.

7 DRUG INTERACTIONS
Table 3 presents clinically significant drug interactions with GLUCOPHAGE/
GLUCOPHAGE XR.

Table 3: Clinically Significant Drug Interactions with GLUCOPHAGE/

GLUCOPHAGE XR

Carbonic Anhydrase Inhibitors

Clinical Impact: | Carbonic anhydrase inhibitors frequently cause a
decrease in serum bicarbonate and induce non-anion gap,
hyperchloremic metabolic acidosis. Concomitant use of
these drugs with GLUCOPHAGE/GLUCOPHAGE XR
may increase the risk for lactic acidosis.
Consider more frequent monitoring of these patients.
Topiramate, zonisamide, acetazolamide or
dichlorphenamide.
Drugs that Reduce GLUCOPHAGE/GLUCOPHAGE XR Clearance
Clinical Impact: | Concomitant use of drugs that interfere with common
renal tubular transport systems involved in the renal
elimination of metformin (e.g., organic cationic
transporter-2 [OCT2] / multidrug and toxin extrusion
[MATE] inhibitors) could increase systemic exposure to
metformin and may increase the risk for lactic acidosis
[see Clinical Pharmacology (12.3)].
Consider the benefits and risks of concomitant use with
GLUCOPHAGE/GLUCOPHAGE XR.
Ranolazine, vandetanib, dolutegravir, and cimetidine.

Intervention:
Examples:

Intervention:

Examples:
Alcohol
Clinical Impact:

Alcohol is known to potentiate the effect of metformin on
lactate metabolism.
Warn patients against excessive alcohol intake while

Intervention:

4.5 Interaction with other medicinal products and other forms of
interaction

Concomitant use not recommended

Alcohol

Alcohol intoxication is associated with an increased risk of lactic acidosis,

particularly in case of fasting, malnutrition or hepatic impairment.

lodinated contrast agents

Metformin must be discontinued prior to or at the time of the imaging procedure
and not restarted until at least 48 hours after, provided that renal function has
been re-evaluated and found to be stable, see sections 4.2 and 4.4.

Combinations requiring precautions for use

Some medicinal products can adversely affect renal function which may
increase the risk of lactic acidosis, e.g. NSAIDs, including selective cyclo-
oxygenase (COX) Il inhibitors, ACE inhibitors, angiotensin 1l receptor
antagonists and diuretics, especially loop diuretics. When starting or using such
products in combination with metformin, close monitoring of renal function is
necessary.

Medicinal products with intrinsic hyperglycaemic activity (e.g. glucocorticoids
(systemic and local routes) and sympathomimetics)

More frequent blood glucose monitoring may be required, especially at the
beginning of treatment. If necessary, adjust the metformin dosage during therapy
with the respective medicinal product and upon its discontinuation.

Organic cation transporters (OCT)
Metformin is a substrate of both transporters OCT1 and OCT?2.
Co-administration of metformin with
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| receiving GLUCOPHAGE/GLUCOPHAGE XR. |

Inhibitors of OCT1 (such as verapamil) may reduce efficacy of metformin.
Inducers of OCT1 (such as rifampicin) may increase gastrointestinal
absorption and efficacy of metformin.

Inhibitors of OCT2 (such as cimetidine, dolutegravir, ranolazine,
trimethoprime, vandetanib, isavuconazole) may decrease the renal
elimination of metformin and thus lead to an increase in metformin plasma
concentration.

Inhibitors of both OCT1 and OCT2 (such as crizotinib, olaparib) may alter
efficacy and renal elimination of metformin.

Caution is therefore advised, especially in patients with renal impairment, when
these drugs are co-administered with metformin, as metformin plasma
concentration may increase. If needed, dose adjustment of metformin may be
considered as OCT inhibitors/inducers may alter the efficacy of metformin.

6 ADVERSE REACTIONS
The following adverse reactions are also discussed elsewhere in the labeling:
Lactic Acidosis [see Boxed Warning and Warnings and Precautions (5.1)]

4.8 Undesirable effects
Metabolism and nutrition disorders
\ery rare

Lactic acidosis (see section 4.4).

8 USE IN SPECIFIC POPULATIONS

8.6 Renal Impairment

Metformin is substantially excreted by the kidney, and the risk of metformin
accumulation and lactic acidosis increases with the degree of renal impairment.
GLUCOPHAGE/GLUCOPHAGE XR is contraindicated in severe renal
impairment, patients with an estimated glomerular filtration rate (eGFR) below
30 mL/min/1.73 m? [see Dosage and Administration (2.3), Contraindications
(4), Warnings and Precautions (5.1), and Clinical Pharmacology (12.3)].

12 CLINICAL PHARMACOLOGY

12.3 Pharmacokinetics

Specific Populations

Renal Impairment

In patients with decreased renal function the plasma and blood half-life of

5. Pharmacological properties

5.2 Pharmacokinetic properties

Renal impairment

The available data in subjects with moderate renal insufficiency are scarce and
no reliable estimation of the systemic exposure to metformin in this subgroup as

10
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metformin is prolonged and the renal clearance is decreased (see Table 3) [See
Dosage and Administration (2.3), Contraindications (4), Warnings and
Precautions (5.1) and Use in Specific Populations (8.6)]

compared to subjects with normal renal function could be made. Therefore, the
dose adaptation should be made wupon clinical efficacy/tolerability
considerations (see section 4.2).
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ACTOPLUS MET (Takeda Pharmaceuticals America, Inc.)
2017 4 12 H oEThR

Competact (Takeda Pharma A/S)
2017 4 1 H SGThR

2 DOSAGE AND ADMINISTRATION

2.2 Recommendations for Us e in Renal Impairment

Assess renal function prior to initiation of ACTOPLUS MET and periodically
thereafter.

ACTOPLUS MET is contraindicated in patients with an estimated glomerular
filtration rate (eGFR) below 30 mL/min/1.73 m?,

Initiation of ACTOPLUS MET in patients with an eGFR between 30 — 45
mL/min/1.73 m? is not recommended.

In patients taking ACTOPLUS MET whose eGFR later falls below 45
mL/min/1.73 m?, assess the benefit risk of continuing therapy.

Discontinue ACTOPLUS MET if the patient's eGFR later falls below 30
mL/min/1.73 m? [see Contraindications (4) and Warnings and Precautions

(5.2)].

4. CLINICAL PARTICULARS

4.2 Posology and method of administration

Renal impairment

A GFR should be assessed before initiation of treatment with metformin
containing products and at least annually thereafter. In patients at increased risk
of further progression of renal impairment and in the elderly, renal function
should be assessed more frequently, e.g. every 3-6 months.

The maximum daily dose of metformin should preferably be divided into 2-3
daily doses. Factors that may increase the risk of lactic acidosis (see section 4.4)
should be reviewed before considering initiation of metformin in patients with
GFR < 60 mL/min.

If no adequate strength of Competact is available, individual monocomponents
should be used instead of the fixed dose combination.

GFR Metformin Pioglitazone
mL/min
60-89 Maximum daily dose is | No dose adjustment.
3000 mg. Maximum daily dose is 45 mg
Dose reduction may be
considered in relation to
declining renal function.
45-59 Maximum daily dose is

11
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2000 mg.
The starting dose is at most
half of the maximum dose.
30-44 Maximum daily dose is
1000 mg.
The starting dose is at most
half of the maximum dose.
<30 Metformin  is  contra-
indicated

@ A FERNIVIERIE/CNFZT ) TFr (BEH) XERERETRE ORI - AROA
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(W78 72 L)

Eucreas (Novartis Europharm Limited)
2018 4F 5 H UG IR

4. CLINICAL PARTICULARS

4.2 Posology and method of administration

Renal impairment

A GFR should be assessed before initiation of treatment with metformin-
containing products and at least annually thereafter. In patients at increased risk
of further progression of renal impairment and in the elderly, renal function
should be assessed more frequently, e.g. every 3-6 months.

The maximum daily dose of metformin should preferably be divided into 2-3
daily doses. Factors that may increase the risk of lactic acidosis (see section 4.4)
should be reviewed before considering initiation of metformin in patients with
GFR<60 ml/min.

If no adequate strength of Eucreas is available, individual monocomponents
should be used instead of the fixed dose combination.

12
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GFR
mL/min
60-89

Metformin Vildagliptin

Maximum daily dose is
3000 mg.

Dose reduction may be
considered in relation to
declining renal function.
Maximum daily dose is
2000 mg.

The starting dose is at most
half of the maximum dose.
Maximum daily dose is
1000 mg.

The starting dose is at most
half of the maximum dose.
Metformin  is  contra-
indicated

No dose adjustment.

45-59 Maximum daily dose is 50 mg

30-44

<30
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KAZANO (Takeda Pharmaceuticals America, Inc.)
2017 4F 2 A ST

Vipdomet (Takeda Pharma A/S)
2018 4 12 A kiThit

2 DOSAGE AND ADMINISTRATION

2.2 Recommendations for Us e in Renal Impairment

Assess renal function prior to initiation of KAZANO and periodically thereafter.
KAZANO is contraindicated in patients with an estimated glomerular filtration
rate (¢GFR) below 30 mL/min/1.73 m? [see Contraindications (4) and Warnings
and Precautions (5.1)].

KAZANO is not recommended in patients with an eGFR between 30 and 60
mL/min/1.73 m? because these patients require a lower daily dosage of alogliptin

4. CLINICAL PARTICULARS

4.2 Posology and method of administration

Renal impairment

A GFR should be assessed before initiation of treatment with metformin
containing medicinal products and at least annually thereafter. In patients at
increased risk of further progression of renal impairment and in the elderly, renal
function should be assessed more frequently, e.g every 3-6 months.

The maximum daily dose of metformin should preferably be divided into 2-3

13




KE (USPI)

#[E (UK SmPC)

than what is available in the fixed combination KAZANO product.

daily doses. Factors that may increase the risk of lactic acidosis (see section 4.4)
should be reviewed before considering initiation of metformin in patients with
GFR<60 mL/min.

If no adequate strength of Vipdomet is available, individual monocomponents
should be used instead of the fixed dose combination.

GFR Metformin Alogliptin*
mL/min
60-89 Maximum daily dose is | No dose adjustment
3000 mg. Maximum daily dose is 25 mg

Dose reduction may be
considered in relation to
declining renal function.
45-59 Maximum daily dose is | Maximum daily dose is 12.5
2000 mg. mg

The starting dose is at most
half of the maximum dose.
30-44 Maximum daily dose is | Maximum daily dose is 12.5
1000 mg. mg

The starting dose is at most
half of the maximum dose.
<30 Metformin  is  contra- | Maximum daily dose is 6.25
indicated mg

* Alogliptin dose adjustment is based on a pharmacokinetic study where kidney
function was assessed using creatinine clearance (CrCl) levels estimated from
the Cockcroft-Gault equation.

14
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